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hospitals of many different infections, and attempts to distinguish what is established 
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The second part presents recommendations for preventing the spread of infection, 
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hospital equipment arranged alphabetically, and on the investigations of epidemics of 
infection. The necessary special technical methods receive particular mention. The 
book will thus be useful not only to pathologists and bacteriologists, but also to surgeons, 
paediatricians, and all who are responsible for the care of patients in hospital. 
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= CHURCHILL’S NEW and IMPORTANT BOOKS = 


THE PRACTICE OF MEDICINE 
New (Second) Edition Ready this month 
Edited by Sir JOHN RICHARDSON, M.V.O., M.A., M.D., F.R.C.P. 
87 Illustrations 37s. 6d. 


THE QUEEN CHAR- THE HEALTH OF THE ANTENATAL AND POST- 
LOTTE’S TEXTBOOK OF COMMUNITY: Principles NATAL CARE 
OBSTETRICS of Public Health for Practi- New (Ninth) Edition. By F 


. j. 

tioners and Students rte wrx 2 a, B. se 

By Members of the Clinical By FRASER BROCKINGTON, j. rol "McCLURE. BROWNE. 

Staff of the Hospital. M.A., M.D., M.R.C.P., D.P.H. B.Sc., M.B., B.S., F.R.C.S.(Ed.), 
New (Tenth) Edition F.R. ¢. OG. 

250 Illustrations 50s. New (Second) Edition 35s. 75 illustrations. 45s. 


A New Book Just Published 
CLINICAL DISORDERS OF THE PULMONARY CIRCULATION 
Edited by RAYMOND DALEY, M.D., F.R.C.P., J. F. GOODWIN, M.D., F.R.C.P. 
and R. E. STEINER, M.D., M.R.C.P., F.F.R., and Contributors 
133 Illustrations 


A TEXTBOOK OF A SHORT TEXTBOOK OF CLINICAL 


SURGICAL PATHOLOGY IDWIFERY 
By C. F. W. ILLINGWORTH, 7 PHARMACOLOGY 
C.B.E.,M.D.,Ch.M.,F.R.C.S.(Ed.) By G. F. GIBBERD, M.B., M.S., By D. R. LAURENCE. M.D 
and BRUCE M. DICK, M.B., F.R.C.S., F.R.C.0.G. yu %. ’ * 
F.R.C.S.(Ed.). j M.R.C.P. R. M 
New (Eighth) Edition. New (Seventh) Edition C.P. and OULTON, 
329 Illustrations 75s. 200 illustrations 3s. ™.B. 32s. 


A New Book Just Available 
VALVULAR DISEASE OF THE HEART IN OLD AGE 
By P. D. BEDFORD, M.D., M.R.C.P. and F. |. CAIRD, D.M., M.R.C.P, 
38 Illustrations Ws. 


PNEUMOCONIOSIS PRACTICAL PROCEDURES IN CLINICAL 
An International Symposium edited by A. |] MEDICINE: Biochemical and Radiological 
ORENSTEIN, C.8., C.M.G., C.B.E.. M.D., D.Sc., Investigations 
LL.D., F.R.C.P By R. |. S. BAYLISS, M.A., M.D., F.R.C.P 
150 illustrations. Ready shortly New (Third) Edition. 54 Wlustrations 42s. 


Latest ‘Recent Advances’ 
PATHOLOGY 
New (Seventh) Edition. Edited by C. V. HARRISON, M.D. 
140 Illustrations Ready this month 


SURGERY PUBLIC HEALTH 


44 OM aS rrr. Mg SELWYN TAYLOR, New (Second) Edition. By J. L. BURN, M.D., D.P.H. 
160 Illustrations 60s. 54 Illustrations 40s. 


TROPICAL MEDICINE 
New (Third) Edition 
Edited by Sir NEIL HAMILTON FAIRLEY, K.B.E., M.D., F.R.C.P., D.Sc., F.R $. } H. WALTERS, M.D., F.R.C.P., and 
W. WOODRUFF, M.D., F.R.CP., D.T.M 
About 15 illustrations Ready Shortly 


New from U.S.A. 


omaee and Related Disorders PRINCIPLES OF ORTHOPAEDIC SURGERY 
By W. G. LENNOX, M.D., A.M., Sc.D., with the Revised Edition. 
collaboration of MARGARET A. LENNOX, ™.D. By P. C, COLONNA, ™._D. 
Two Volumes. 208 Iliustrations 96s. 500 illustrations (10 in colour) 150s. 
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Some Outstanding LIVINGSTONE Publications 


A CLINICAL PROSPECT OF THE 


CANCER PROBLEM 
Professor D. W. SMITHERS, M.D., F.R.C.P., 


F.R. 

bis pages. 70 illustrations. 37s. 6d. 
THE EYE IN GENERAL PRACTICE 

C. R. S. JACKSON, M.A., B.M., B.Ch.(Oxon), 

D.O.M.S., F.R.C.S.(Ed.). 

Second Edition. 160 pages. 26 illustrations (21 

in colour). 21s. 
DISEASES OF THE NOSE, THROAT, 
AND EAR. A Handbook for Students 
and Practitioners 

ION SIMSON HALL, M.B., Ch.B., F.R.C.P., 

F.R.C.S.(Edin.). 

Seventh Edition. 479 pages. 116 illustrations. 21s. 


DISEASES OF THE SKIN 

JAMES MARSHALL, M.D.(Lond.). 

952 pages. 652 illustrations 84s. 
THE DEVELOPMENT OF THE INFANT 
AND YOUNG CHILD: NORMAL AND 
ABNORMAL 

Professor R. 5 ILLINGWORTH, M._D., F.R.C.P., 


D.P.H., D.C 
324 pages. 98 illustrations. 27s. 6d. 


PATHOLOGY OF INFANCY AND 
CHILDHOOD 

AGNES R. MACGREGOR, M.D., F.R.C.P.E., 

F.R.C.0.G. 

639 pages. 399 illustrations. 75s. 
OUTLINE OF FRACTURES, INCLUD- 
ING JOINT INJURIES 

J. CRAWFORD ADAMS, M.D., F.R.C.S 

Third Edition. 274 pages. 327 illustrations. 27s. 6d. 
OUTLINE OF ORTHOPAEDICS 

J. CRAWFORD ADAMS 

Third Edition. 448 pages. 368 illustrations. 35s. 
OBSTETRICAL AND GYNAECOLO- 
GICAL PATHOLOGY FOR POST 
GRADUATE STUDENTS 

R. E. REWELL, M.D., M.R.C.P 

447 pages. 252 illustrations 50s. 


SHAW’S TEXTBOOK OF OPERATIVE 
GYNAECOLOGY 
Revised by JOHN HOWKINS, M.D., MSS., 
F.R.C.S., F.R.C.0.G. 
Second Edition. 492 pages. 425 illustrations. £5 5s. 


CONTRIBUTIONS TO OBSTETRICS 
AND GYNAECOLOGY 

V. N. SHIRODK AR, M.D.(Bom.), F.R.C.S.(Eng.), 

F.A.CS. 

167 pages. 200 illustrations 37s. 6d. 
INTRODUCTION TO HEALTH 
STATISTICS 

oe i SWAROOP, M.A., Ph.D., M.P.H., 

364 pages. 42 illustrations. 40s. 


THE PRINCIPLES AND PRACTICE 
OF — A Textbook for Students 
and Docto 

Edited by SIR STANLEY DAVIDSON, B.A., 

M.D., F.R.C.P(Edin.), F.R.C.P.(Lend.), M. D: 

(Oslo), F.R.S(Edin.). Seventeen contributors. 

Fifth Edition. 1,124 pages. 99 illustrations. 35s. 
HUMAN NUTRITION AND DIETETICS 

SIR STANLEY oo omg ot A. P. MEIKLE- 

JOHN, M.A.,_ B.Sc., D.M(Oxon), _B. Ch., 

M.R.C.P.(Lond.), and R. A. PASSMORE, M.A., 

D.M.(Oxon.) 

856 pages. 73 illustrations. 84s. 
EMERGENCIES IN MEDICAL 
PRACTICE 

Edited by C. ALLAN BIRCH, M.D., F.R.C.P. 

Twerty-three contributors. 

Sixth Edition. 763 pages. 162 illustrations. 45s. 
~ DSIDE DIAGNOSIS 

HARLES MACKAY SEWARD 

} R.C.P(Edin.). Foreword by LORD COHEN 

OF BIRKENHEAD. 

Fifth Edition. 500 pages. 20 illustrations. 25s. 
EARLY DIAGNOSIS 

Edited by HENRY MILLER, M.D., F.R.C.P. 

With twenty-four contributors. 408 pages. 25s. 
SURGERY AND CLINICAL PATHO- 
LOGY IN THE TROPICS 

C. BOWESMAN, O.B.E., B.A., M.D., F.R.C.S.E., 

F.A.C.S., D.T.M. & H.Ed. 

1,076 pages. 381 illustrations. £5 10s. 
ACTIVE ALERTED POSTURE 

E. TUCKER, C.V.O., M.B.E., T.D., M.A., 

M B., B.Ch F.R.C.S.' Foreword by SIR 


ARTHUR PORRITT. 

72 pages 24 illustrations Oey eee i. hoy 
DISC LESIONS and other INTERVERTE- 
BRAL DERANGEMENTS. Treated by 
Manipulation, Traction and other Con- 
servative Methods 

E. J. CRISP, M.D., D.Phys.Med. 

166 pages. 57 illustrations 15s. 
AN INTRODUCTION TO 
PHARMACOLOGY 

J. J. LEWIS, M.Sc 

838 pages. 183 illustrations. 55s. 
THE POCKET PRESCRIBER AND 
GUIDE TO PRESCRIPTION WRITING 

ALISTAIR CRUIKSHANK, F.R.C.P.E. 

Seventeenth Edition. 316 pages. $22 er 7 


MACKIE AND McCARTNEY’S HAND- 
BOOK OF BACTERIOLOGY 
A Guide to Bacteriological Laboratory 


Work 
Edited by Professor poems SR RCESEATEE, 
M.D., F.R.C.P., D.P.H., F.R 
Tenth Edition. 964 pages. aR 40s. 
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SAUNDERS BOOKS 


MEDICAL PHYSIOLOGY AND BIOPHYSICS 

Edited by THEODORE C. RUCH, Professor ef rere and Biophysics, University 
of Washington School of Medicine; and the late JOHN F. FULTON, Yale University. 
A new (18th) Edition of Howell's TEXTBOOK OF PHYSIOLOGY. Completely revised, and with 
additional chapters, it emphasizes the relation of physiology to problems of actual practice. 
1,232 pages. Illustrated. £5 12s. Od. 


DISEASES OF THE NEWBORN 
By ALEXANDER J. SCHAFFER, M.D., Associate Professor of Pediatrics, The Johns 
Hopkins Medical School. 


A clinical guide to the diagnosis and management of disorders of the newborn. 
878 pages. Illustrated. a7 


EDEMA: Mechanisms and Management 

Edited by JOHN H. MOYER, M.D., Professor and Chairman of the Department of 
Medicine, Hahnemann Medical College and Hospital; and MORTON FUCHS, 
M.D., Instructor in Medicine, Hahnemann Medical College, Philadelphia. 

The most up-to-date and comprehensive work on the subject of edema. 

833 pages. Illustrated. £5 5s. Od. 


FUNDAMENTALS OF CLINICAL HEMATOLOGY 

By BYRD S. LEAVELL, Professor of Internal Medicine, University of Virginia; and 
OSCAR A. THORUP, Associate Professor of Internal Medicine, University of Virginia 
The causes, diagnosis and treatment of blood disorders. 

503 pages. Illustrated. £3 10s. Od. 


ATLAS OF NEUROSURGICAL TECHNIQUES 
By JAMES POPPEN, Neurosurgeon, The Lahey Clinic. 


Pictorial details of procedures in elective and emergency neurosurgery. 
522 pages, with 248 full-page plates. £9 16s. Od. 


MANUAL OF TROPICAL MEDICINE 

By GEORGE W. HUNTER, Lecturer in Microbiology, University of Florida; 
WILLIAM W. FRYE, Professor of Tropical Medicine, Louisiana State University; 
and J. CLYDE SWARTZWELDER, Professor of Parasitology, Louisiana State 
University. 

892 pages. Illustrated. New (3rd) Edition. £5 5s. Od. 


CURRENT SURGICAL MANAGEMENT II 
Edited by JOHN H. MULHOLLAND, M.D., EDWIN H. ELLISON, M.D., and 
STANLEY R. FRIESEN, M.D. 


Alternative viewpoints on controversial surgical problems. 
348 pages. iilustrated. £2 16s. Od. 


CHRISTOPHER’S TEXTBOOK OF SURGERY 

Edited by LOYAL DAVIS, Professor and Chairman, Department of Surgery, North- 
western University, with the collaboration of 82 American authorities. 

New (7th) Edition of this famous book. £5 19s. Od. 


W. B. SAUNDERS COMPANY LIMITED _ 7, Grape Street, London, W.C.2. 
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CLINICAL 
CHILD PSYCHIATRY 


By Kenneth Soddy, M.D., D.P.M. 

Physician, Department of Psychological Medicine and Lecturer in the 
Medical School, University College Hospital, London; Director, Child 
Guidance Training Centre, London. 

The standard literature of medicine has neglected modern ideas on child 
psychiatry and the new clinical attitudes attached to it. In an effort to rectify this 
omission, the author describes what he has seen and heard in over twenty 
years of practice in child psychiatry and suggests some guide lines for developing 
systems of aetiology and diagnosis. 

The cases of about one hundred children and their families have been selected 
to illustrate a representative range of problems commonly encountered in child 
guidance practice. 


482 pages Price 42s., postage 2s. 3d. 


BAILLIERE, TINDALL & COX 
7 and 8 HENRIETTA STREET, LONDON, W.C.2 
a 7 * e a 8 * a 2 ob e 2 


The 
New England 


ournal of Medicine 


FORMERLY THE BOSTON MEDICAL AND SURGICAL JOURNAL—Established 1828 


SPECIAL CONCESSION RATE FOR SUBSCRIBERS TO 
THE PRACTITIONER 

As previously announced, arrangements have been made for subscribers 
to The Practitioner to receive, direct from Boston, U.S.A., the New England 
Journal of Medicine weekly at a reduced annual subscription. This is $9.50 
(£3 5s.) instead of the usual overseas subscription rate of $10.50. (No single 
copies supplied.) 

Orders for the New England Journal of Medicine, accompanied by re- 
mittance (for £3 5s.) should be sent to: 


The Publisher (Dept. P10), THE PRACTITIONER, 5 Bentinck St., London, W1. 
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Modern Trends in Cardiac Surgery 

Edited by H. R. S. HARLEY, M.S., F.R.C.S. 

304 pages. 79 illustrations. Price 70s. 
This is the first book on this subject to be produced in Great Britain, and the consultant, 
the trainee, and the general practitioner will find much in this account of British thought 
and practice to stimulate his interest in, and further his knowledge of, cardiac surgery. 
Under the editorship of Mr. Harley, 22 British contributors representative of surgical 
and medical thought in all parts of the country, all experts in their specific fields, have 
combined to cover a wide variety of topics. After a historical introduction recording 
the rapid and dramatic advances made in the surgery of the heart and great vessels during 
the last twenty years, the subjects dealt with cover many aspects of current interest, 
giving full attention to new techniques such as hypothermia, deep hypothermia and extra 
corporeal circulation. 


Modern Trends in Diagnostic Radiology — 3rq Series 
Edited by J. W. MCLAREN, M.A., M.R.C.P., F.F.R., D.M.R.E. 
300 pages. 209 illustrations. Price 75s. 
The editor has brought together a team of experts in the field of radiology, covering 
every aspect of his subject, and dealing with apparatus, techniques and the progress 
made in clinical research due to diagnostic radiology. Angiocardiography, cineradio- 
graphy and radiological procedures covering all the systems are dealt with fully, with 
detailed diagrams and plates illustrating the techniques and media used. 


. . . . . . 

Anaerobic Bacteriology in Clinical Medicine 

By A. TREVOR WILLIS, Pu.p. (LEEDS), M.B., B.S. (MELB.). 

185 pages. 13 illustrations. Price 30s. 
In this new book the link between infection and anaerobic bacteria is recognised, the 
author stressing the importance of the anaerobe in clinical medicine. Methods of 
growing anaerobes, media, examination and identification, characteristics of the 
pathogenic anaerobes, anaerobic infections and the toxicology of anaerobes are all 
covered in great detail. The book will be of great value to both clinician and 
bacteriologists. 


Modern Trends in Accident Surgery and Medicine 


Edited by RUSCOE CLARKE, M.8.£., M.B.(LOND.), F.R.C.S.(ENG.), F. G. BADGER, 

B.SC., F.R.C.S.(ED.), and SIMON SEVITT, M.D., M.SC., M.A., F.R.C.P.L, D.P.H. 

350 pages. 82 illustrations. 75s. 
The Birmingham Accident Hospital is a pioneer centre developed to deal exclusively and 
immediately with accidents to the exclusion of every other type of case, and this book, 
where the editors and contributors all are, or have been associated with the hospital, is 
the outcome of years of experience concentrated in the management of every type of 
accident—a fund of unique, specialized and practical knowledge. 


Fully descriptive leaflets on these books available, post free, from: 


BUTTERWORTHS 
4 & 5 BELL YARD, TEMPLE BAR, LONDON, WC2 
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THE MENTALLY 
SUBNORMAL 
The Social Casework Approach 


Edited by Margaret Adams, B.A. 

The aims of this work are to outline the 
different types of social problem and difficulty 
in adjustment to normal life which arise cut of 
mental subnormality and to indicate how 
these may be mitigated or overcome by wel- 
fare and training services based on social 
casework principles. 
288 pages. 


GOOD ENGLISH FOR 
MEDICAL WRITERS 


By Ffrangcon Reberts, M.D. 

(author of MEDICAL TERMS: Their Origin 
and Construction) 

This book will be important reading for all 
concerned with writing theses, articles, reports 
and books on medical subjects. (Publication: 
end of October.) 
192 pages. 


25s. net 


17s. 6d. net 


New Second Edition 


BLOOD TRANSFUSION: 


A Guide to the Practice of Transfusion Within 
Hospitals 
G. Discombe, M.D., B.Sc. 
“ Remains a succinct and properly: dogmatic 
account of the minimum knowledge of tech- 
nique, organisation, and pitfalls that every 
resident ought to possess.’’—The Lancet. 
64 pages. Paper covers. és. net 


AN INTRODUCTION TO 
HUMAN BLOOD GROUPS 


Fulton Roberts, M.D. 
“ This book can be confidently recommended 
to those seeking a sound basic knowledge of 
blood-groups but having neither the time 
nor the inclination to explore the larger 
volumes filled with curious symbols.” — 
The Lancet. 


96 pages. 9s. 6d. net 


CHILDREN 
FOR THE CHILDLESS 


Edited by Morris Fishbein, M.D. 


This is a concise explanation of the medical, 
scientific and legal facts of fertility, sterility, 
heredity and adoption. Originally pub- 
lished in America, the book has been adapted 
and edited for the English reader by john 
Stallworthy, F.R.C.S., F.R.C.O 


233 pages. Illustrated. 12s. 6d. net 





Wm, Heinemann Medical Books, Ltd. 
15-16 Queen Street, London, W.! 
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THE WORLD’S GREATEST 
BOOKSHOP 


Famed Centre for 
MEDICAL BOOKS 
© A bookshop such as booklovers 
dream of. There is no other 
bookshop, anywhere, to compare 
with Foyles. bd 


—A Customer's Letter 


119-125, CHARING CROSS ROAD 
LONDON, W.C.2 
Gerrard 5660 (20 lines) 


(Two minotes from Tottenham Court Road 
Station) 





Open 9-6 (inc. Sats.) 


TTT IL 
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MEDICINE and SCIENCE 
and Allied Subjects 


Catalogues sent on request 


LENDING LIBRARY 
Medical and Scientific 
Annual subscription from £1 17s. 6d. 

The Library Catalogue revised to December 
1956. Pp. xii + 1178. To Subscribers £1 . 5s. 
net, to non-subscribers £2 . 2s. net, postage 2s. 

Supplement 1957-1959 is in preparation. 
Bi-monthly List of New Books and New Editions 
added to the Library sent post free on request 


Prospectus post free on request 





H. K. LEWIS & Co. Ltd. 


136 Gower Street, London, W.C.|! 
Telephone EUSton 4282 (9 lines) 
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PRACTICAL NEW BOOKS 
for the Practitioner and Clinician 


THE PAEDIATRIC PRESCRIBER 

By P. CATZEL, M.B., B.CH., M.R.C.P., D.C.H. Foreword by Sik WILFRID 
SHELDON, K.C.V.O., M.D., F.R.C.P. 1960. 256 pages. 15s. 
‘In addition to giving clear and concise information on a comprehensive range 
of medicaments for both internal and external use for children of various ages, 
Dr. Catzel has included considerable practical detail which is most helpful. . . . 
A compendium of useful information authoritatively compiled and reasonably 
priced.’—Pharmaceutical Journal. 


CLINICAL PHYSIOLOGY 

Edited by E. J. MORAN CAMPBELL, B.SC., PH.D., M.D., M.R.C.P., and 
C. J. DICKINSON, B.SC., M.A., D.M., M.R.C.P. Foreword by Sir ROBERT 
PLATT, BT., M.D., M.SC.,P.R.C.P. 1960. 540 pages. 30illustrations. 50s. 
‘General practitioners will find the book a useful summary of the newer 
theories and of the tests to which their patients may be subjected when they vanish 
into hospital “ for investigation.” Recent graduates can use it as a reminder 
of things only too easily forgotten. . . . The book is concise and easy to under- 
stand, and offers much basic information. It should be popular.’—The Lancet. 


CLINICAL GASTROENTEROLOGY 
By F. AVERY JONES, M.D.(LOND.), HON.M.D.(MELB.), F.R.C.P.(LOND.), 
and J. W. P. GUMMER, M.S.(LOND.), F.R.C.S.(ENG.), 1960. 664 pages. 
154 illustrations. 70s. 


There has long*been a need for an authoritative textbook of gastroenterology. 
This comprehensive treatise will be of value to postgraduate students as a textbook, 


as a source of reference to the general practitioner, and indeed to all in practice 
who are concerned with clinical problems in gastroenterology. 


ESSENTIALS OF FLUID BALANCE 
By D. A. K. BLACK, M.D., F.R.c.P. Second Edition, 1960. 152 
pages. 6 illustrations. 20s. 
‘In the three years since it first appeared, Prof. D. A. K. Black’s introduction to 
the problems of fluid balance has become widely known, and the new edition will be 
welcomed by students and teachers. . . . The production is excellent.’—The Lancet. 


AN INTRODUCTION TO CONGENITAL HEART DISEASE 
By L. SCHAMROTH, M.B., B.CH., M.R.C.P.E., F.R.F.P.S., and Fay SEGAL, 
M.D. 1960. 128 pages. 86 illustrations. 22s. 6d. 
*The authors are to be congratulated on a clear, well-illustrated and succinct 
summary of their subject. The text is crisp without being telegraphic, and the 
factual information is accurate while largely avoiding the dangers implicit in 
brevity. ... Further editions can be predicted with some confidence.’ —The 


Practitioner. 


THE CHILD WITH ABDOMINAL PAINS 
By JOHN APLEY, M.D., F.R.C.P. 1959. 96 pages. 12s. 6d. 


‘It is a model of clarity and common sense, and gives a detailed account of how 
the common and often difficult problem of abdominal pain in childhood may best 
be tackled. Family doctors and paediatricians alike may read this book with 
pleasure and profit: it is commended without reservation.’—British Medical 


Journal. 


BLACKWELL SCIENTIFIC PUBLICATIONS - OXFORD 
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A rational 
procedure 


WHEN PRESCRIBING ELASTIC HOSIERY : 


ALL AVERAGE CASES 


Generally preferred Thigh Stockings, 
for Women Elastic Yarn, Scholl. 


(virtually invisible under usual hose) 





Generally preferred Below-knee Stockings, 
for Men Elastic Yarn, Scholl. 
(non-slip without suspenders) 


EARLY VARICES 


Thigh Stockings, 
Nylastik, Scholl. 
For Women (Full-footed) 





These lightweight nylon elastic 
stockings provide a degree of 
support which is entirely adequate 
in many cases of early varices, 
and in pregnancy. 


The name Scholl ensures 
support, fit and comfort 


PRESCRIBABLE ON N.H.S. 


THE SCHOLL MFG. CO. LTD., 182-204, ST. JOHN STREET, LONDON, E.C.I 





—— ano-r 
disorders 


where inflammation is a problem 


Anusol-HC 


SUPPOSITORIES 
(containing 10 mg. hydrocortisone acetate) 


OINTMENT (hydrocortisone acetate 0.25°, ) 


in uncomplicated cases or as continuation therapy 


Anusol cam 


SUPPOSITORIES 
OINTMENT 


the established formula prescribed more often than any 
other proprietary suppository in the world. 


Anusol 


& 
WILLIAM R. WARNER & CO. LTD - EASTLEIGH - HAMPSHIRE 











a new advance in the treatment of depress 











SAFE AND 
EFFECTIVE 
SA Oe. 
INHIBITOR 


Nardil is a new kind of antidepressant which 
acts selectively on the brain 

Nardil acts rapidly, improvement is seen within 
the first week and often in the first few days 
Nardil is safe—toxic effects on blood or 

liver are extremely rare. 

Nardil has a simple and convenient dosage 
schedule (one tablet three times a day) 

which helps patient co-operation 


Nardil is economical in use. 
Basic N.H.S. cost only 4/11 (excl. p.t.) for 25 tablets 


Nardil is available in bottles of 100 and 500 sugar- 


coated tablets each containing 15 mg. phenelzine 


NARDIL 


hnical information may be obtained from 


WILLIAM R. WARNER 4 CO. LTD.., 
EASTLEIGH, HAMPSHIRE 











Ecomytrin 


IS NOW AVAILABLE WITH 
HYDROCORTISONE - FOR 
INFECTED SKIN LESIONS 
~ PARTICULARLY WHERE 
PRURITUS IS A FEATURE 
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SPENCER BREAST SUPPORTS 


as treatment aid in breast conditions 








"| When you prescribe a 
Spencer Breast Support 
you are assured that it 
will meet your specific 
requirements, as well as 
the patient's individual 
needs, because it will be 
especially designed for 
the one patient who is to 
wear it. 


Designed for conditions 
of: Mastitis, Ptosis, Stasis 
of the Breast Tissues, 


-; , pe, Mastectomy, Lactation. 
Before and after Mastectomy 


WHAT THE Spencer BREAST SUPPORT ACCOMPLISHES 


te Tends to prevent sagging of the skin and subsequent ptosis. 

¥ Provides positive uplift with perfect freedom of breathing. 

%& Improves the circulation of the blood through the breasts, lessening the chance 
of formation of non-malignant nodules. (In cases where nodules have developed, 
as a result of prolapse, Spencer Support relieves the condition—and frequently 
the nodules disappear.) 

ve During pregnancy, protects deli- 
cate inner tissues and helps pre- 
vent outer skin from stretching 
and breaking. 

%& During nursing period, helps pre- 
vent caking and abscessing, and 
aids in restoring breasts to nor- 
mal firmness. 

¥e Encourages good posture. 

%& Provides comfort and support to ue, Ae, 
women who have large ptosed ees ae 


breasts. : : 
1 eee ; F Spencer Sleeping Breast Supports 
¥ Disguises post-operative malformation. i doy-tione tr 





For further information write to 


SPENCER (BANBURY) LTD. 


Consulting Manufacturers of Surgical and Orthopaedic Supports 
SPENCER HOUSE - BANBURY - OXFORDSHIRE 


Tel: Banbury 2265 
London Office: 2 South Audiey Street, W.! (Tel: Grosvenor 4292) 
APPLIANCES SUPPLIED UNDER THE NATIONAL HEALTH SERVICE 
THROUGH SUBSIDIARY COMPANY SPENCER (SURGICAL SUPPLIES) LTD 
Trained Retailer-Fitters throughout the Kingdom. Name and address of nearest fitter supplied 
Copyright on request 
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Five more visits 


Here’s the place. 


Usual farm road. Mud. Ruts. 
Slippery rock under. 


She’s taking it all right. 
(Town & Country on the back). 


There, we’re through. 


Doesn’t do for a doctor 


to get stuck. ~ 


You too, will 
4 


feel saioc=$ 
be safter—on 


~ 


—ON; 


a 


. —_ 


Firesto 


Firestone Town & Country grips to keep you going or stop you sarely in the worst road 
conditions, all the year round. This famous All-Season Firestone design is the first and 
most successful of all specialised rear-wheel tyres. 

BE A BETTER DRIVER. You owe it to your family, you owe it te 
ethers, you owe it te yourself to BE SAFE ON THE ROAD. 


Firestone TYRES — consistently good 
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Jack 
pARCLAY 


LIMITED 


. es 
EY SQUARE, LONDON, W 


MArfair 7444 
. Retailer for 
Largest Official 
ROLLS-ROYCE ~ 
BENTLEY 


BERKEL 


~ Unequalled After Sales Service 
JACK BARCLAY (SERVICE) LTD., YORK ROAD, BATTERSEA, S:W.1I 
The Officially Appointed Service Engineers 
BATtersea 6444 
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Oooo OnonOoOOnOnWoOoOonoG YOUR skill 
OUR social care 


A LIFE WORTH LIVING! 

In a sense, our work begins where yours 
ends. For our concern is the world the epileptic 
has to live in when he’s as fit as medical skill 
can make him. 


Often you must have felt discouraged to know 
that a patient was leaving the understanding and 
encouragement of your surgery . . . only to meet 
with ignorance and rebuffs outside. You know, 
better than most, that an epileptic is often 


gga 
treated like a pariah. Plenty of people still 
think epilepsy is due to bad living or drunken- 
ness. Plenty of people confuse epilepsy and 
madness. Yes, it’s a cruel and Thrones ng 
world if you’re ay mg! ea de to “y one of the 
250,000 epileptics i ritain toda 


T he British Epile: Rainidietie epilep- 
tic’s own society— hae in all sorts of ways. It 
gets jobs for epileptics. It forms clubs where 
they can meet. It pays for holidays and con- 
valescence. It advises on personal problems. 


. o 

Even more important, the Association seeks to 
| reform public opinion. To dispel ignorance and 
the groundless, instinctive fear in which 
ordinary people hold epilepsy. To offer the 
a . sufferers a square deal in the world today. 
Please . . . help epileptics to help themselves Ld 
in | yutting them in touch with: the Britis 
ipilepsy Association, Dept. T.P.1, 27 Nassau 

Street, London, 1. 











induced skin irritations 


Ulcer pain? 


Vasogen Silicone is an oil in water 
emulsion cream containing 20% 
Polydimethyl-siloxane. It is indi- 
cated in all cases of bedsores and 


skin irritations induced or aggra- 

vated by contact with aqueous 
liquids, body fluids, exudations 

and equivalent conditions. 

Aclinical trial supply will gladly 


be forwarded on request to 


LACTAGOL LID. (vere. 1° Agrecable basic therapy by 
Benger for all poptic uleera- 


51 CLAPHAM ROAD, LONDON, S.W.9 tion. Does not cause alkal- 
osis, maintains vitamin and 


phosphorus absorption. 
Packet of 50—basic N.H.S 
price 2/- 


Aluphos is a trade mark 


Member of the Sanitas Group 
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The advantages of Digitoxin ‘‘lie in its 
complete absorption from the gastro- 
intestinal tract, lack of gastrointestinal 
distress, and the fact that once the main- 
tenance dose is adjusted, effects may be 
maintained for years without difficulty *’ 


(Walter Modell, Drugs of Choice 1958-1959, 
Henry Kimpton, London—Chapter 19, p. 439) 


digitaline nativelle 


Digitoxin of choice 


LABORATORY NATIVELLE Ltd. 
74-77 White Lion Street, LONDON, N.1! ‘ 18-19 Temple Bar, DUBLIN 








London Medical 
Exhibition 1960 


NOVEMBER 14th- 18th 
Horticultural Hall, Westminster 


Professor Martin Roth, M.D., Professor of Psychological Medicine, University 
Durham, has kindly consented to officiate at the opening ceremony, which will take 
place at 11.30 a.m. Monday 14th November. 
Films of professional interest will, as usual, be shown each day in the Film 
Theatre. 
Official personal invitations will be posted to members of the profession and if 
not received by November 4th, please apply to: 

The Secretary, 

London Medical Exhibition, 


194/200 Bishopsgate, 
London, E.C.2 Tel.: AVEnue 1444/6 
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If the answer is: “‘ Everything!” you need a 
filing system to master the chaos before the 
chaos masters you — and the most masterly 
filing cabinets are made by Amerson. Smart, 
efficient, in a variety of colours and finishes, 
Amselock filing cabinets save you time — no 
hunting! — no worry; you cannot lose 
things! They are specially designed to 
accommodate N.H.S. Medical Records and 
can be built up gradually as your practice 
increases. 


For further information, please write to: 


AMERSON Ltd 


(Sole Proprietors of the Amselock Patents) 


MAGNOID WORKS, ALBERT RD., BRISTOL 2 
Phone: BRISTOL 78054 


Amselock filing systems are also available from 
leading Surgical Instrument and Office Equipment 
Suppliers. 


a late 
holiday? 


There is no better way of 
spending a late summer 
or autumn holiday than to 
tour with your car on 

the Continent. 


The Silver City Air Ferry 
offers a choice of four 
year-round cross-Channel 
routes for cars and 
passengers to France 

and Beigium. 


You can be on the road in 
France in half-an-hour 
after leaving England and 
from October 1 specially 
reduced off-peak vehicle 
fares are available. 


SILVER CITY 
AIR FERRY 


Details from your Travel Agent, 

the AA., R.A.C. or direct from 
Silver City Airways Ltd. 
62, Brompton Road, 
London, S.W.3 
Kensington 4567 
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Antidol ANALGESIC antipyretic 


REGD 


A New achievement in Analgesia 
with No gastric side effects 


$ afet ‘ Occult bleeding . . . never occurred in 22 patients 
y receiving . . . Antidol’ Lancet Nov. 1st. 1958. 


Effi cacy Antidol produced significantly better relief of pain than 
Calcium Aspirin, Practitioner Sept. 1960. 


Economy 20 Tablets cost less than 1/9d. 


Indications Rheumatic and arthritic conditions, fibrositis, 
dysmenorrhoea, as an antipyretic and analgesic in the 
common cold, headaches of non-organic origin, 
migraine, dental pain, etc. 

Composition Salicylamide-(2-ethoxyethyl)-ether 250 mgm combined with 
Phenacetn 200 mgm and Caffeine 50 mgm. 
Packings Packs of 20, 100, and 500 tablets. 


Samples and literature available on request. 


f 
(9 LEWIS LABORATORIES LTD - LEEDS 9 


Lestreflex is innocuous to newly-formed tissue cells and 
leucocytes; has proved to be without equal for the ambulatory 
treatment of ulcerations of the leg. It can be safely used on 
sensitive patients, with minimal risk of plaster idiosyncrasy. 


Fully spread or ventilated 
spread, 3” and 4° width 
x 3 yds. 
Prescribable on €E.C.10 


LESTREFLE X ELASTIC DIACHYLON BANDAGE 


DALZOBAND unc paste Banvace 


Unna’s paste type bandages, always moist, always ready to use’ 

Formulations to meet all skin conditions associated with varicose ulcer. 

No.2: Zinc Paste Medicant No.5: Zinc Paste with urethane 

No. 2x: Extra Moist 2% and calamine 5.75% 

No. 3: Zinc Paste and No.6: Zinc Paste with coaltar 3% 

ichthammol 2°% , 

No. 3x: Extra Moist No. 6x: Extra Moist 

Ne. 4: Zinc Paste with urethane | No. 20: Zinc Paste with lodochior- 
2% andichthammol 2% | hydroxy quinoline 1% 


Send for somples The above bandoges are available on E.C.10 
and literature to: DALMAS LTD - JUNIOR STREET - LEICESTER 
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all 
nasal sprays 
have a 
DECONGESTANT 


most 
nasal sprays 
have an 
ANTIBIOTIC 


some 
nasal sprays 
have an 
ANTIHISTAMINIC 


but only 


nasal spray 
has all these plus a 
MUCOLYTIC 
as well 


Thonzonium Bromide, the new mucolytic 
agent in Biomydrin, penetrates thick mucus 
and so ensures that all the active principles 
reach the affected areas. 
that is why Biomydrin is the only 
COMPLETE nasal spray 
In a plastic self-sterilizing pack (4 fluid ounce). 
Supplied on prescription only, so there is no 
danger of indiscriminate self-medication. 
FORMULA: Neomycin Sulphate 0.1%, Gramicidin 0.005%, 
Thonzylamine Hydrochloride 1.0%, Phenylephrine 
Hydrochioride 0.25", Thonzonium Bromide 0.05%. 
Preserved with Thiomersal 0.002%. 
is WILLIAM R. WARNER & CO. LTD. 
« EASTLEIGH - HAMPSHIRE 








and no morning sickness 


v 
& > 
ANTI- 
NAUSEA 
CAPSULES 


control nausea and vomiting of pregnancy 


Each capsule contains 
i 


Ortho Pharmaceutical! Limited - Saunderton- Buckinghamshire 
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1 oedema 


hepatic 


edema 


premenstru. 


THE GLOSEST 


remenstrual: oedema driug- 
oedema hypertension cardia-¢ 
enal oedema oedema of APPROACH 


rug-induced oedema: hypertension: VE] 10) 
oedema renal oedema oedema 
lancy hepatic oedema premenstrual 
rug-induced oedema hypertension THE IDEAL 
edema renal oedema oedema of 
y hepatic oedema premenstrual Walk 
rug-induced oedema hypertension 
oedema renal oedema oedema of 

hepatic oedema premenstrual 
rug-induced oedema hypertension 
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APRINOX 


Aprinox is the latest addition to the benzothiadiazine group of the 
oral diuretics and is the benzyl derivative of hydroflumethiazide 
(Bendrofluazide is the B.P. Commission Approved Name). 

Only a single daily dose is needed for initial treatment while for 
maintenance the dose need only be given once or twice weekly. 


Aprinox tablets are supplied as follows: 

‘APRINOX 5 mg.’ tablets—containers of 100 and 500 
‘APRINOX 2.5 mg.’ tablets—containers of 100 and 500 
Detailed literature and professional sample gladly sent on request. 
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The Glaxo 
Penicillin G 
Range 

now 
complete 


with 


RYSTAPEN G SYRUP 


clinically as effective as ‘V’ syrup and over one-third less costly 


INJECTION 
RYSTAPEN V 
CRYSTAPEN G 

TABLETS 
CRYSTAPEN V 
SUSPENSION 


C 


CRYSTAPEN G 
CRYSTAPEN G 
TABLETS 


Crystapen G Syrup is intended for the treatment of mild 

to moderate penicillin sensitive infections. It has an appealing 
apricot flavour which completely masks the bitter taste of 
penicillin. Each teaspoonful provides 125 mg (200,000 units) 
penicillin and each bottle of Crystapen G Syrup costs over a 
third less than the equivalent penicillin V syrup. 

Available in 60 ml bottles 


CRYSTAPEN G & TABLETS 


Small and convenient, Crystapen G tablets are easy to 
swallow. The sugar-coating makes them pleasant to take 
and gives the tablets their long storage life of up to 3 years. 
There are two potencies, 125 mg (200,000 units) and 

250 mg (400,000 units). 

Each strength is available in bottles of 12, 100 and 500 tablets 


CRYSTAPEN G sz1"." 


For low priced, highly effective penicillin therapy 


Crystapen !s a Glaxo trade mart 
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Set Fair 
at the 
Menopause 


Menopausal symptoms 
are due to hormone 
deficiency, therefore the 
rational treatment is 
replacement with the 
physiologically balanced 
hormones in Mixogen 


MIXOG 


TABLETS 


* Control is achieved without withdrawal 
bleeding. 


% Emotional balance is restored naturally. 


* Low dosage, low treatment cost. 


Each tablet contains: 
Ethinylcestradiol 

‘0044 mg. and 
Methyltestosterone 
3°6 mg. 





DOSAGE: 
| or 2 tablets daily 


ORGANON LABORATORIES LIMITED 


BRETTENHAM HOUSE, LANCASTER 


PLACE, LONDON, W.C. 





In Ancient Times 


Archeological research has shown 
that trepanning the skull has been 
practised for centuries. It was exten- 
sively and_ skilfully performed by 
Peruvian surgeons in the 7th century 
presumably, as elsewhere, for head- 
aches, melancholia, convulsions and 
for depressed fractures. 


TODAY 


ORGRAINE 


is the treatment for 


MIGRAINE 


The effectiveness of any preparation in preventing a 
migraine attack depends almost entirely on its rapidity 
of administration and action. 

ORGRAINE tablets disintegrate rapidly to release ergotamine 
tartrate and caffeine to relieve the headache of the vasodilator 
phase; atropine and hyoscyamine to alleviate nausea and 
vomiting; phenacetin to relieve the residual occipital pain. 


FORMULA PACK 


Ergotamine Tartrate B.P. img. Strip packed in foil 

Caffeine B.P. 100 mg. 

Hyoscyamine Boxes of 10 and 100 tablets 
Sulphate B.P.C. 1949 0-0875 mg. 

Atropine Sulphate B.P. 0-0125 mg. 

Phenacetin B.P. 130 mg. 


@) ORGANON LABORATORIES LIMITED 


BRETTENHAM HOUSE, LANCASTER PLACE, LONDON, W.C.2 





Acne often constitutes 


a serious emotional problem 


for the adolescent 


Acne vulgaris is due to an androgen/oestrogen imbalance which results 
in hyperactivity of the sebaceous glands. The hyperplasia and consequent 


plugging of the pilo-sebaceous follicles give rise to the acne lesions. 


ACTRIOL, containing 16-epi-oestriol, suppresses the sebaceous glands 


at the point of application without any systemic effect. 


A bland, non-greasy cream containing 
2.5 mg. of 16-epi-oestriol in each gramme. Pack—15 gramme tube. 


ORGANON LABORATORIES LIMITED 


BRETTENHAM HOUSE, LANCASTER PLACE, LONDON, W.C.2. 
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Hania 


Menstrogen treatment of secondary amenorrhea is aimed at restoring 
both menstruation and ovulation. After only four or five months’ 
treatment the restoration of normal pituitary- ovarian activity will 


result in natural cyclic bleeding. 


Menstrogen 


DOSAGE PACKS 
4 table ty fow $ dave Tablets each containing 
saniets dally for 5 dap Ethinyloestradiol B.P... 0.01 mg. 
or 1 mil. by intramuscular injection Ethisterone B.P 10.00 mg. 
In packs of 20 and 60 
Ampoules each containing 
after treatment withdrawal Ethinyloestradiol B.P 0.02 mg. 
Progesterone B.P 12.5 mg. 
In packs of 2 x 1 ml. and 6 x 1 mi. 


daily for 2 days. Within 3-5 days 


bleeding should occur 


ORGANON LABORATORIES LIMITED 
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When winter returns, you can expect a throng 
of people in your surgery with ‘cold spell’ 
symptoms... and noses fit for KARVOL. 
Soothing decongestant KARVOL is the 
simplest, most effective treatment for upper 
respiratory tract congestion. It is easily 
expressed into hot water or on to handkerchief, 
pyjamas or pillow without fear of staining. 
The handy, one-dose KARVOL capsules fit 
easily into pocket or handbag... provide 
instant relief anywhere, night or day. 


In bottles of 10 capsules 


4 Each capsule contains: 
Menthol 7-9% Chlorobutol 6-6% 
& Oil of Cinnamon 2-7°% Oil of Pine 18-8% 


Terpineo!l 14-8% Chlorothymol 0-7% 


& INHALANT CAPSULES Basic wHS cost: 10 capsules, 1044. 


THE GROOKES LABORATORIES LIMITED PARK ROYAL LONDON NW10 3) 
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For all sufferers from insomnia not due to pain, CARBRITAL® can provide 

sleep of natural duration and depth. Combined in this preparation are a quick-acting 
hypnotic (pentobarbitone sodium), and a mild longer acting sedative (carbromal). 
Thus, CARBRITAL brings about rapid onset of sleep and sustains it for several 
hours, yet leaves the patient free from undesirable residual depression on awakening. 


CARBRITAL 


in all types of insomnia 


awakening 


CAPSULES: In bottles of 25 and 250 capsules, each containing pentobarbitone sodium 
(14 grs) and carbromal (4 grs). 


RLIXIR: In bottles of 4, 16 and 80 fl. ozs. Each fluid drachm (one teaspoonful) represents 
pentobarbitone solution (4 gr) and carbromal (2 gr). 


PARKE-DAVIS 


PARKE, DAVIS & COMPANY * HOUNSLOW * MIDDLESEX * TEL: HOUNSLOW 2361 
Inc. USA Liability Limited WPs 1078 


*TRADE MARE 
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Combined low dosage 
antirheumatic 
Minimizes the risk of 
hormonal imbalance 


Dosage: 

Initially 2 tablets three or four times a day, reducing to a maintenance dose of 2 tablets twice 
daily or one three times daily. 

Tablets containing 50 mg phenylbutazone B.P.C. with 1.25 mg prednisone B.P. in containers of 
30, 150 and 500. 

Geigy Pharmaceutical Company Ltd., Wythenshawe, Manchester 23 


Delta-Butazolidin 





= 


is marketed in the United Kingdom by 


HARVEY PHARMACEUTICALS 
a department of Pfizer Ltd., Folkestone 
+ Trade Mark 
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angina pectoris 


chronic intractable pain 


exhaustive clinical studies with 


Niamid' 


indicate a ‘common denominator’ 


Niamid modifies and regulates levels of essential monoamines widely 
distributed throughout body tissue. This action may explain Niamid's 
well-accepted clinical application in these apparently unrelated 
conditions. 

In published clinical trials on over 5,000 patients, Niamid proved to 
be remarkably safe. Side effects were minimal. 

specific therapy for 

depressive states 

socialisation of certain types of 

mental defect 

control of 

angina pectoris 

relief in conditions associated with 

chronic intractable pain 





ANNOUNCEMENTS 








Dosulfin’ 


(Tablets of 0.75 G containing equal parte 
of Sulphaproxyline and Sulphamerazine). 


3 times a day 
control of 

Upper Respiratory 
Tract infections 
by Dosulfin 


Therapeutically effective 
Dosulfin blood levels 

achieved within 2 hours 
of initial administration, 


Adult Dosage 


of tablets Morning Mid-day 


(iy in Aig es 


1 
Geigy Pharmaceutical Company Ltd., Third « ‘ L . 
Wythenshawe, Manchester 23. ate Pea BE Se 














When you examine 


TAMDAX 


please note... 








Please note also— 


How easy it is for your 
patients to insert. 


How flat Tampax 
expands to fit the 
vaginal canal. 

How gentle its contact 
with the vaginal 
epithelium. 

How positive its wick 
action in absorbing 
the flux. 


How dainty it is for 
your patients 
to remove. 








For different patients—or on different days—the two sizes of 
Tampax meet the varying requirements incident to even 
normal menstruation. 

“Super Tampax’’, with its 13 cc. absorptive capacity, is 
especially indicated for the woman with profuse discharge, 
or for those days when extra protection may be desired. 

“Regular Tampax’s’’ absorptive capacity of 10 cc. adapts 
it for the average woman with normal flow, for whom it 
usually serves during the entire period. 

For ready insertion, these two sizes are compressed to a 
cross-section diameter of 4” and 4” respectively, and sup- 
plied in individual (one-time) applicators. Jn situ, the unique, 
flat expansion of their fine surgical cotton conforms them to 
the flat cross-section of the collapsed vagina. Positive wick 
action prevents any blocking of the flow, and disintegration 
is safely precluded by an exclusive central stitching. By the 
moisture-proof cord, dainty removal is facilitated. 

Have you compared the two sizes of Tampax? 


Professional samples and literature will gladly be supplied by 
Medical Department, Tampax Limited, Havant, Hants. 


Tampax provides better physical management of 


menstrual hygiene 





Although no revolutionary method of treating chronic 
bronchitis has been introduced since the discovery of 
broad-spectrum antibiotics, the practice of utilizing a 
tetracycline in association with a bronchodilator is now well 
established. 


With the introduction of ‘Ambramycin’ (pure tetracycline 
hydrochloride without additives), Aspro-Nicholas can now 
recommend a pattern of treatment using it in association with 
‘Asmapax’ (bonded ephedrine ensuring 12 hours relief from 
a single dose) or, in the case of children, with ‘Englate’ syrup 
(a theophylline preparation devoid of side effects). 


Comprehensive Therapy 


in Chronic Bronchitis 


BRITISH AND COMMONWEALTH RESOURCES IN RESPIRATORY TRACT INFECTIONS 





State of Sputum 


PURULENT 
ONLY IN 
EXACERBATIONS 


Control of Infection 


7 DAY COURSE 


1 capsule (250 mg.) 
*AMBRAMYCIN ° 6 hourly 


for seven days. 





PURULENT 
IN 
INTER 
ONTHS 


MAINTAINED 
WINTER COURSE 


1 capsule (250 mg.) 
‘AMBRAMYCIN’ b.d. 
up to 1 capsule (250 mg.) 6 


hourly dependent on sputum. 





PURULENT 
HROUGHOUT 
EAR 


Maintained Winter Course 
plus 7-day Course during 
Summer exacerbations. 


Bronchospasm 


asmapax’ 


Sustained bronchodilatation 
with sedation 1 dose (1-2 
tablets) 12 hourly. 


englate’ 
syrup 


children 1-6 years 


4-1 teaspoonful every 4-6 
hours. 


children 6-12 years 


1-14 teaspoonfuls every 4-6 
hours. 


tablets 


adults 
1-3 tablets every 4-6 hours. 


children over 12 
4-14 tablets every 4-6 hours. 














tetracycline hydrochloride capsules 


The pure tetracycline hydrochloride without additives 
Fewer side effects 
More stable 


Provides higher blood levels and better C.S.F. penetration 
than either oxytetracycline or chlortetracycline 


he 
a oe 


SuGEt chocolate flavoured suspension 


Children will normally be treated with ‘Ambramycin’ suspension containing the equiv- 
alent of 125mg. tetracycline hydrochloride in Sml. 


bonded ephedrine tablets 
12 HOURS BRONCHODILATATION FROM A SINGLE DOSE 
Sustained optimal blood levels 


Fewer side effects 


theophylline sodium glycinate 
No side effects or contra-indications 
Larger doses can be administered safely 


Available in tablet or syrup form 


Udi | amiphenazole (for injection) 


For the emergency treatment of respiratory failure in chronic bronchitis, where a chest 
infection supervenes in emphysema (dose: 150mg. intravenously hourly for as long as 
necessary). 





ambramycin’ 


the new name in tetracycline therapy 

In bottles of 16, 60 and 250 capsules 

(each capsule contains 250mg. tetracycline hydrochloride). 
Chocolate flavoured oral suspension. 

In bottles of 60mI. 

(125mg. tetracycline hydrochloride in 5ml.) 


uN : Manufactured in England by Aspro-Nicholas Limited 
\ by arrangement with Lepetit, S._p.A. Italy. 


Basic N.F1.S. 16 capsules 29/- 

cost : 60 capsules 104,6d. 
250 capsules £21.3s.4d. 
Oral suspension 10/10d. 


Formula : Ephedrine resinate = 50mg. ephed. 
65mg. theophylline hydrochlor. 
150mg. bromvaletone 
50mg. mephenisin 

Basic N.H.S. 

cost : 5/- for 30 tablets 


Formula: Syrup (for children under 12) 
120mg. Theophylline Sodium Glycinate = 
60mg. Theophylline B.P. in each teaspoonful 
(4ml.) 
Tablets 
300mg. Theophylline Sodium Glycinate = 
150mg. Theophylline B.P. 


Basic N.H.S. Syrup 

cost : Bottle of 8fl. oz. (227ml.) 8/4d. 
Tablets 
Bottles of 50 9/- 
Bottles of 500 64/- 


the Aspro-Nicholas brand of amiphenazole (2:4-diamino-5- 
phenylthiazole hydrochloride). 
Commonwealth Resources for British Medicine 


& ASPRO-NICHOLAS LTD 


Ethical Pharmaceutical Division 
SLOUGH - BUCKS : ENGLAND 


* reg. trade mark 
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DIET PROBLEM? 


TAKE A CARD... when diet is an important Soh a rsc at, 
factor in treatment, it saves valuable time if you x bp 


can put your finger on an indexed card giving 
the appropriate diet. 

The Energen Desk Filing Box with its selec- 
tion of standard diets is but one of the aids 
provided for the general practitioner by the 
Energen Dietary Service. Other facilities in- 
clude the preparation of special diets for 
individual cases, and consultations with a dieti- 
tian where desirable. These services are avail- 
able free in the United Kingdom. For full 
details please write to: The Manager 


THE ENERGEN DIETARY SERVICE 


25a Bryanston Square, London, W.1. Telephone: Ambassador 9332. 
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NULACIN “has 


revolutionized the treatment 
of duodenal ulcer’ 


“This new method of the 
administration of antacids (Nulacin) 
has revolutionized the treatment of 
duodenal ulcer , . . milk drip is no longer 
part of our therapeutic stock in trade.” 


PROC. ROY. SOC. MED., December, 1958, 51, 1063 


N ULACIN tablets, when allowed 
to dissolve slowly in the mouth, provide 
intragastric milk-alkali drip therapy 
safely and effectively for both the bed- 
ridden and ambulant patient. They 
may be relied on to provide a treat- 
ment for peptic ulcer as well as other 
conditions associated with gastric 
hyperacidity. 
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The safety and effectiveness of 
Nulacin therapy has been proven 
by “‘in vivo” clinical work carried 
out in many countries. References 
to this work include :— 

Current Status of the Medical Treat- 
ment of Peptic Ulcer, Med. Times, 
January, 1958, 1, 74 

Antacids, The Practitioner, January, 
1957, 178, 43 

Antacids in Peptic Ulcer, The Prac- 
titioner, January, 1956, 176, 103 
Recent Advances in the Ulcerative 
Diseases of the Gastrointestinal Tract, 
Amer. 3. Gastro., December, 1956, 
26, 665 

Ambulatory Continuous Drip Method 
in the Treatment of Peptic Ulcer, 
Amer. J. Dig. Dis., March, 1955, 22, 
67-71 

+ of Peptic Ulceration in 
General Practice, Med. World, De- 
cember, 1954, 81, 591-601 

Clinical Investigation into the Action 
of Antacids, Zhe Practitioner, July, 
1954, 173, 46 

Further Studies on the Reduction 
of Gastric Acidity, Brit. 
Med, 7., 23rd January, 
1954, I, 183-184 
Control of Gastric Acid- 
ity by a New Way of 
Antacid Administration, 
Jj. Lab. & Clin. Med., 
1953, 425 955 

The Effect on Gastric 
Acidity of ‘“Nulacin” 
Tablets. Med. 7. Aust., 
28th November, 1953, 


2, 823-824 








Nulacin tablets have no B.P. equivalent. The Basic N.H.S. price of the 25 tablet tube is 2/- 


Further information is available from: 
HORLICKS LIMITED « PHARMACEUTICAL DIVISION 


SLOUGH -. BUCKS 





ANNOUNCEMENTS 








WHEN PRESCRIBING 


THE NEW READY-PREPARED SUSPENSION 


OF POTASSIUM PENICILLIN V 


simply write DD a> 4 -K. oe 
SUSPENSION” J; 





It is the short name for 

‘Distaquaine’ V-K Suspension — 

the first ready-prepared suspension 

of this rapidly absorbed oral 
penicillin. It needs no preliminary 
preparation, and its pleasant flavour 
and consistency appeal to patients 

of all ages. Issued in bottles of 

2 fi. oz. (60 ml.), DQV-K Suspension 
contains in each 5 ml. the equivalent of 
125 mg. penicillin V as potassium salt. 
Basic cost to the N.H.S.—8s. 10d. per bottle. 


READY— 
PREPARED 


THE DISTILLERS COMPANY (Biochemicals) LIMITED 
BROADWAY HOUSE, THE BROADWAY, WIMBLEDON, LONDON, 6.W.19 
Telephone: LiBerty 6600 Owners of the trade mark ‘Distaquaine’ wre 17/600 





when you prescribe an analgesic 
remember these facts about 


TRADE MARK 


Aspirin 250 mg. 
Phenacetin 250 mg. 
Codeine Phosphate 10 mg. 


greater codeine content 
@® faster disintegration 
@® uniform high quality 


low Cos Basic N:'H-:S cost 
3 is only 1/3 tor 25 


Mite xxV/ 
Sq- TT" p. VW. 


WILLIAM R. WARNER & CO. LTD., EASTLEIGH, HAMPSHIRE 
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liquid oral penicillin 
for influenza 


this winter 


Eskacillin 





a palatable presentation 


in 2 fl. oz. bottles 


@ Smith, Kline & French Laboratories Ltd, Welwyn Garden City, Herts 


‘Eskacillin’ 100 — 100,000 1.U. potassium penicillin G. per 
standard medical teaspoonful 
‘Eskacillin’ 200 — 200,000 1.U. procaine penicillin G. per 
standard medical teaspoonful 


EC:PAIIO ‘Eskacillin’ is a trade mark. Brit. Pat. Nos. 770417, 770418 








PRESENTATION: In vials of 25 and 100 tablets, each 
tablet containing 25 mg. Androstanolone. Basic N.H.S, 
cost 20/- and 70/-. Anabolex is exempt from purchase tax, 
Samples and literature will be gladly sent on application, 


INDICATIONS Middle-aged or elderly people 
who are debilitated or “run down.” Preparation 
for and recovery from planned surgery. 
Convalescent patients. Premature infants. The 
child or adolescent who is under weight. Anorexia, 
Asthenia, Malnutrition, Wasting diseases. 


Anabolex is a 
registered trade mark 


LLOYD-HAMOL LIMITED 11 WATERLOO PLACE, LONDON, S.W.1 





For the patient who 
just doesn’t get well 


Anabolex 


the protein-anabolizing, non-virilizing steroid 


promoting: a return of uppetite - an increase in weight - a sense of well-being 


PATIENTS who are run down or who are recovering from 
illness frequently suffer from faulty protein metabolism. They 
are in negative nitrogen balance. Protein, in effect, is being 
broken down and lost faster than it is being built up. 

Anabolex (androstanolone) restores the physiological bal- 
ance. Many clinical trials have shown that, following the 
administration of Anabolex, there is an immediate return of 
the body’s capacity to build up protein. The patient feels 
better, eats better and gains weight. 

Here, then, is a physiological ‘‘tonic’’ with a wide therapeutic 
range. The weakness, lassitude, lack of energy and interest 
associated with many pathological states may be rapidly 
overcome by the administration of Anabolex. 

Anabolex can be safely given to patients of all ages and both 
sexes; in therapeutic doses, its virilizing properties are almost 
negligible. The only known contra-indication is prostatic 
carcinoma. 
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CORTOCAPS keep infected eyes apart 


The act of applying a drug to more than one infected 
site can itself carry risk of cross infection. 

CORTOCAPS, a one-capsule, one-dose presentation of 

hydrocortisone and neomycin, removes the risk completely. 
Primarily intended for inflammation and infection 
of the eye, corTocaPs can also be used with advantage 
in acute and chronic otitis media. 
Please write for professional literature. 


each capsule contains 0°5% hydrocortisone 

acetate and 0°5% neomycin sulphate in a 
CORTOCAPS soft paraffin base. 

packing: bottle of 12 capsules 

price: Basic N.H.S. Cost 14d per capsule as dispensed. 


8) THE CROOKES LABORATORIES LIMITED - PARK ROYAL -LONDON NW10 





the tranquilliser pure and simple... 








7 


**Melleril has fewer side-effects i Thioridazine hydrochloride 
than any other of the phenothiazine compounds...” | 10 mg. 25 mg. 50 mg. 100 mg 


J. ment. Sci. (1960) 106, 732 Bottles of 50 and 250 tablets 


**Melleril is at least as effective 


I 
in relieving psychiatric illness - 
as other drugs of its class. t= q ya 
On a milligram for milligram basis it has ’ 


the same order of potency as chlorpromazine. 


In its low incidence of side-effects and toxicity BY ! SANDOZ 
it is superior to all other tranquillising drugs tested.” i 
J. Amer. med. Ass. (1959) 170, 1283 


-..-in mental and emotional disturbance 











Hygroton*Geigy _ provides continuing 
therapeutic control 
of oedema without 

physiological stress 
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the first 
broad 
spectum § 
psychotropic 
drug 


Neuroleptic 
Thymoleptic 
_ 


advantage 


TARACTAN 
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S aa f e Ss t for prolonged use in 


essential hypertension 


(selected alkaloid hydrochiondes of Rauwolfia serpentina } 


UNVARYING POTENCY 


INEXPENSIVE 


IN MILD TO MODERATE HYPERTENSION 











Rauwiloid tablets contain 2 mg. a/serosylon traction 
of Rauwolfla serpentina 





Clinical effects 
Gradual lowering of raised blood pressure 
Sedation without loss of daytime alertness 
Mild bradycardia 

VERY SIMPLE DOSAGE Jus! 2 tablets nightly 

BASIC N.H.S. PRICES Containers of 60 - 8/8 500 - 62/8 


There are fewer risks with Rauwiloid 


Riker Laboratories Limited, 
Loughborough, Leicestershire 


*Rauwiloid ' is a registered trade mars 


Cus ) 
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IN 

THE 
TREATMENT 
OF 


EYE 


ore), lelmaiel, b 


s 
Infective CHLOROMYCETIN® 


Ophthalmic 


CHLOROMYCETIN® 
Ophthaimic Ointment 


APLICAPS of 
Chioromycetin 
Ophthalmic Ointment 


Inflammatory — csonomvcerw: 


HYDROCORTISONE 
Ophthalmic 


CHLOROMYCETIN®*® 


HYDROCORTISONE 
Ophthalmic Ointment 


c** 


. - 
bd . 
2 IP) = *Trade Mark 


ven” 


PARKE, DAVIS & COMPANY, Inc. U.S.A Liability Limited, 
Hounslow, Middlesex. Tel: Hounslow 2361 
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CELBENIN sx 124 


REGD. TRADE MARK 


effective against 
a 


resistant 
Staphylococci 
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GEES «BEECHAM RESEARCH LABORATORIES have pleasure in announc- 
ing Celbenin—the first non-toxic antibiotic effective 
against all resistant staphylococci. 


Celbenin is bactericidal to all strains of staphylococci 
irrespective of their resistance to penicillin or any other 
antibiotic. Clinical results show that the problem of resis- 
tant staphylococcal infection can be overcome with 
Celbenin. 


* effective against all resistant staphylococci 

#* non-toxic 

* bactericidal in action 

# no cross-resistance with other antibiotics 

* resistance unlikely to develop 

Celbenin is chemically: Sodium 6—(2,6—dimethoxybenz- 
amido)penicillanate monohydrate. 


ADMINISTRATION 
Celbenin is given by intramuscular injection. 


AVAILABILITY 


Celbenin is presented as 1 gramme vials, in cartons of 5, 
25, and 100. 


CELBENIN eau 124 


REGD. TRADE MARK 


DEVELOPED BY 
Ay Ey 
* 
- 


BEECHAM RESEARCH LABORATORIES LTD => 


BRENTFORD - ENGLAND ° TELEPHONE: ISLEWORTH 4111 #3 
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In chronic. 
and acute rhinitis, 
hay-fever, catarrh 


Neo-Rhinamid au: 


decongestant, germicidal 
quickly, comfortably effective 


Neo-Rhinamid quickly relieves 

nasal congestion and controls any secondary 
infection that may be present. 
Neo-Rhinamid combines the rapid, 
long-lasting decongestant action of 
ephedrine with the germicidal properties 

of a modern drug—benzalkonium chloride. 


Effective and non-irritant, 

this new antiseptic is powerfully active 
against gram-positive and gram-negative 
organisms—including antibiotic-resistant 
staphylococci and streptococci. 
Neo-Rhinamid is quickly, 

comfortably effective in all common forms 
of nasal congestion and infection. 


Basic NHS price 1/10d. per 15 ml spray bottle 
Bailly Ltd London 
Bengue & Co Ltd 


Mount Pleasant Wembley Middlesex 














ARE YOU 
HALF- 


TREATING 
BRON CHITIS 
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ARE YOU half-treatment 


H | F Antibiotics alone may not be 
A sa. * enough. Though undoubtedly im- 
proving the patient's heaith in the 


long run, they do not always offer 
the immediate symptomatic relief 


ry 8 ry*% 7 ¥ 
| RE A | IN G SO necessary to his comfort and 
dd A so ; 
aes = - general well-being 
BRONCHITIS 
¥ 
= 


complete therapy 


Franol eases the patient’s breathing by dilating the 


bronchioles and reducing mucous congestion. It encourages 
patient co-operation by freeing him from distressing 
symptoms and helping him to get unbroken rest at night. 
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Since its introduction, the prescribing of Franol tor the 
relief of bronchitis and asthma has increased every year. 
More and more doctors regard Franol as an effective 


auxiliary in antibiotic treatment of bronchitis 


FRANOL 


COPNVUine gr ““ ask ! ephedrine hvd. gr. 16 


Ingredient cost of one week's treatment (4 tablets a day) li7d 


4 tablets daily 


EFFECTIVE AUXILIARY IN ANTIBIOTIC TREATMENT OF 


BRONCHITIS 


BAYER PRODUCTS, Division of Winthrop Group Litd., SURBITON - UPON- THAMES, SURREY 





Spansule 


Smith Kline & French Laboratories Ltd, Welwyn Garden City, Herts 





Announcing a new 


and comprehensive therapy 
for nasal congestion 


ale 
“— 


skornade 


Oral nasal decongestant 


‘Eskornade’ places at the physician's disposal 
the means of treating nasal and paranasal sinus 
congestion effectively yet safely, and allows 
patients continuous day and night 

freedom from their symptoms on one 
‘Spansule’ capsule every twelve hours. 


‘Eskornade’ contains a drying agent, a decongestant 

and an antihistamine. Together these agents counteract 
the vasodilatation, glandular hypersecretion and oedema 
associated with nasal and sinus congestion. 























it takes 
Dimyrl 


to control 
a cough | 
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MENTS 











30% more 

effective than 

codeine 

no constipation no drowsiness 

no addiction no side-effects 
Dimyril controls cough associated with 
asthma, acute and chronic bronchitis; 
influenza, emphysema, 

respiratory tract infection, bronchiectasity 
postoperative irritation, 


smokers cough 


DIMYRIL 

is suitable 
for patients 
of all ages” 


DIMYRIL a single new 
compound that controls cough 


Dimvr a new type of antutussive, 


DIMYRIL causes no side-effects 
Dimyril acts specifically against 
g? 4 4 tre from 
reactions and Je-effec 
Active principle 
Dumver yntains »-dimethylamino- 
phenylvaleroniutrile 


Presentations and Basic 

N.H.S. Cost 

2 fl. oz. (56.8 ml.) bottle 

Basic N.H.S. Cost 2 5 

4 fi. oz. (113.6 ml.) bottle 

Basic N.H.S. Cost 4 2 

Each teaspoonful (3.55 ml.) contains 
40 mg. y-dimethylamino-z-1sopropy]- 
4-phenvlvaleronitrile citrate 


bh 
Genatosan Ltd 


Loughborough Leicestershire 











In gastro-intestinal disorders 


Pro-Baithine with Dartalan 


controls stress, relieves distress 











aaa A NAT HS A aE 


Ea a i 5 








5 a 























...1n obstetrics 


Welldorm is an ideal sedative during labour. 
Unlike barbiturates, it does not cause res- 
piratory depression, either in the mother or 
the foetus. Welldorm is easily administered 
end well tolerated. 





WELLDORM 


hypnotic and sedative 


is safe... 








...for old people 


Unlike barbiturates, Welldorm does not 
cause confusional states in old people. 
Patients with chronic conditions can safely 
be given Welldorm for long periods because, 
being non-cumulative, it does not tend to 
cause habituation. 





hypnotic and sedative 


is safe... 





WELLDORM 


SAFE SEDATIVE AND HYPNOTIC 


Welldorm (dichloralphenazone) is as safe as chloral, 
from which it is chemically derived. Unlike chloral, 
however, Welldorm can be taken wit ttle risk of 
gastric upset, a palatable Elixir 

Basic N.H3S. « re nsing pa 2) grain, $d; 
10 grain, 1d, per 


WELLDORM ELIXIR 


FOR CHILDREN, OLD PEOPLE and those who can't swallow tablets 


Each teaspoonful of 

preparat.on co 

dichloralphenazone 

Basic N.H.S. cost 

pack 

Welldorm known as Jorm dustralia a 


Dor-nwell” in the remai f tish Commonweaith 


&d> Smith & Nephew Pharmaceuticals Limited Welwyn Garden City, Hertfordshire. 














Still the best sulphonamide for routine use... 
The British National Formulary 1960 again confirms the pre-eminence 
of sulphadimidine amongst sulphonamides and draws attention to the 
following advantages :— 

Probably the best sulphonamide for routine use. 

Particularly suitable for children. 

A compound of high activity. 

Produces high blood levels when given six hourly. 

Toxic effects are rare. 

Fulfils all the theoretical advantages of a sulphonamide mixture. 
In addition, it is worthy of note that ‘Sulphamezathine’ is featured as 


the drug of first choice for urinary tract infections and for bacillary 


dysentery. 


SULPHAMEZATHINE 


TRADE MARK 
SULPHADIMIDINE B.P. 


Trustworthy - Economical - Safe 


Tablets 0.5.g: basic N.H.S. cost 18d. per 25. Oral Suspension: each 
teaspoonful contains the equivalent of 1 tablet. Bottles of 100 mil. cost 3 4d. 


BIME Zz for longer action 


‘Bimez’ combines the qualities of 
‘Sulphamezathine’ with the advantage that 
only one dose per day is required 

for effective therapy. Available as Tablets 
and Oral Suspension. 


PHARMACEUTICALS DIVISION WILMSLOW CHESHIRE 


PH7S5 











a new 
Predsol 
Narleiley 









Predsol Injection meets the need for an 

injectable corticoid ready prepared for 

instant use in emergency. Itisanaqueous 

colution of water-soluble prednisolone for 
that is stable in solution and needs no 

dilution or re-constitution. Weight for 


weight it is more active than the hydro- 

cortisone preparations which it INS lA | | 
supersedes. , 

Predsol Injection given intravenously, 
intramuscularly or with blood trans- 

fusion, is very effective for the emergency use if 
treatment of severe shock, acute adrenal 

crises, and all other conditions where 


intravenous hydrocortisone was 
employed. Each ml provides 20 mg pred- e Mm e [ge N CY 
nisolone (as the disodium—21—phosphate) 

in buffered solution. 


Available in 1 ml. amp 
singly or in bores of 6 


BRITISH MADE * 


GLAXO LABORATORIES LIMITED 
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SILBEPHYLLINE 


DIHYDROXYPROPYL-THEOPHYLLINE 
AN IMPROVED THEOPHYLLINE THERAPY 


SILBEPHYLLINE 


introduces 
several important 
advances over 
conventional 
aminophylline 


therapy: 


ADVANTAGES: 


Intramuscular injections are PAINLESS 
Tablets do NOT produce nausea or gastric irritation 


Suppositories do NOT give rise to proctitis 


INDICATIONS: 
Left ventricular failure. 
Congestive cardiac failure 
Bronchial asthma 


SILBEPHYLLINE 


is a derivative of theophylline 
which has a therapeutic 
activity comparable with PACKINGS: 
aminophylline but without hepatitis: habeas 
unpleasant side effects. Suppositories. boxes of 6 and 50 
Tablets: packs of 24 and 100 


eoeeecee 


Samples and literature available on request 


SILTEN LTD - SILTEN HOUSE - HATFIELD - HERTS Hatfield 3012 
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FUROXONE in DIARRHOEA 








fuller and speedier 
control of infection 
— seldom evokes 
bacterial resistance 


Available in 100 mg. tablets in packs of 20 
and 200 and as a suspension in 8 oz. bottles 
containing 1624 mg. ‘Furoxone’ with kaolin 
and pectin added. 


FORMULA: 

3-(5-nitrofurfurylidene-amino)-oxazolidin-2-one 
A SMITH KLINE & FRENCH LABORATORIES LTD, Welwyn Garden City, Herts 

Licensees of The Norwich Pharmacal Co, USA 


* (trade mark) brand of furazolidone 
FN:PAI30 8 ~ "Pa we. ‘Nos. 679202, "735136, 735169, 765898 
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A palatable, raspberry-flavoured syrup containing 
BENADRYL* (diphenhydramine hydrochloride, B.P.), 
BENYLIN EXPECTORANT?* is effective not only in controlling 
unbeneficial cough, but also in alleviating congestion 
due to colds, bronchitis and other irritative conditions 
of the upper respiratory tract. 
antispasmodic + decongestant - demuicent 

et Supplied in bottles of 4, 16 & 80 fl. ozs. 


iB 
s* *Trade Mark 


PARKE-DAVIS & COMPANY, Inc. U.S.A. Liability Ltd,, HOUNSLOW, MIDDLESEX, Tet. HOUNSLOW 2361 
wes 
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Do you consider the vehicle when you prescribe steroid therapy 
with hydrocortisone cream? Some vehicles have been 
implicated on grounds of sensitisation risk. 
Lacto-Calamine, the excipient in Cortoderm and Cortoderm-N, 
has an unblemished reputation in this respect. Soothing, 
bland, cosmetically acceptable, it also contributes its own 
anti-inflammatory action to successful treatment of infected 
and non-infected dermatosis. 
‘Clinical experience in dermatology indicates that 
the vehicle employed for topical applications 
may be as important as, or even more important than. 
the medicaments they contain.’ 

( Practitioner (1960), 184, 610). 











CORTODERM CORTODERM-N 


for non-infected in a cream base of for infected dermatosis 
dermatosis 10G — in same 

. —_— strengths as Cortoderm 
— cc Hay ye LACTO-CALAMINE and also containing 
0-2! 0-5% orl 0-5% neomycin 
hydrocortisone acetate sulphate 
basic NHS cost wate TE cost 

. 5 


711, 3/9, 6/3 6 














S) THE CROOKES LABORATORIES LIMITED - PARK ROYAL~- LONDON NW10 





in antepartum 


nipple conditioning 


and postpartum 


Ke nipple care 


Ortho Pharmaceutical Limited ; Saunderton + Buckinghamshire 





Sound sleep ... fresh awakening 


Medomin’ 


Re 


Medomin presents the surety of hypnosis 
through the barbituri¢ acid nucleus. One 
tablet taken $£-1 hour before retiring will 


‘give 6~8 hours natural sieep. Because 


of the rapid breakdown. and elimination of 
this barbiturate there je a fresh awakening 
with no clouding of the mind. Medomin thus 
represents a genuine advance in hypnotic 
therapy. its action is positive and yet so 
smooth and free from side effects. that ~ 
it may safely be given to children, : 


‘209 patient-nights on ‘Medomin and 79. . 
patient-nights on butobarbitone are re-— 
ported on. Resitts t44l strongly in tavour of 
Medomin (91 per cent very good response 
as compared te $8 per cent with ccntrot 
sedative). Out of the 209 there were only 
two_cases of “hangover-like” symptoms.‘ 


Méd. Préss, 243, set E eA). 


Geigy Pharmaceutica} Company Ltd: 
Wythenshawe, ‘Mengiatier, As 
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ADHESIVE BANDAGING WITHOUT 
SKIN IRRITATION 





«}. 


PoroPlast : 


- wee olvents 
irritating natural Resins or S 
No irr! 


cece tt 


Poroplast considerably reduces the risk of skin irritation which often 
associates with the use of ordinary elastic adhesive bandages. It contains no 
rubber and none of the irritating natural resins or solvents usually embodied 
in adhesive plaster. 

Consequently Poroplast can remain in situ for long periods without causing 
irritation, and it has been well tolerated even on very sensitive skins. 

Poroplast is porous and has the same characteristics of elasticity, stretch and 
compression as ordinary elastic adhesive bandages. Its price is the same. It 
can be prescribed on N.H.S. In rolls 3” and 2}” wide (5-6 yards stretched). 
Sample roll on request. 


THE SCHOLL MFG. CO.LTD. - 182-204,ST. JOHN STREET - LONDON, E.C,! 





Sound sleep ... fresh awakening 


Medomin* 
»Geigy - 


Dose; 1.tabtet 
taken 4-1 hour 
before retiring. 
Avaitabie in tablets : 


of ee, OE 
Heptabarbitone . 
(Cycioheptenylethy! 
barbituric acid) 
Containers of 

10, 190,. 1000 


Medomin presents the surety of hypnosis 
through the barbituric acid nucleus. One 
tablet taken }-1 hour before retiring will 


‘give 6-8 hours natural sieep. Because 


of the rapid breakdown. and elimination of 
this barbiturate there js a fresh awakening 
with no clouding of the mind. Medomin thus 
represents a genuine advance in hypnotic 
therapy. Its action is positive and yet so 
smooth and free from side effects. that 
it may safely be given to children. 


*209 patient-nights on Medomin and 79 
patient-nights on butobarbitone are re- 
ported on. Results tell strongly in favour of 
Medomin (91 per cent very good response 
as compared te 58 per cent with control 
sedative). Out of the 209 there were only 
two cases of “ hangover-like” symptoms.’ 


, Méd. Préss, 243, 1314960). 


Geigy Pharmaceutica} Company Ltd. 
Wythenshawe, Manchester 23 
PH. 163 trie! 
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ADHESIVE BANDAGING WITHOUT 
SKIN IRRITATION 


Rubber 
yen Resins oF Solvents 


No irritating "° 


Poroplast considerably reduces the risk of skin irritation which often 
associates with the use of ordinary elastic adhesive bandages. It contains no 
rubber and none of the irritating natural resins or solvents usually embodied 
in adhesive plaster. 

Consequently Poroplast can remain in situ for long periods without causing 
irritation, and it has been well tolerated even on very sensitive skins. 

Poroplast is porous and has the same characteristics of elasticity, stretch and 
compression as ordinary elastic adhesive bandages. Its price is the same. It 
can be prescribed on N.H.S. In rolls 3° and 2$” wide (5-6 yards stretched). 
Sample roll on request 
THE SCHOLL MFG. CO.LTD. - 182-204,ST. JOHN STREET - LONDON, E.C.!I 
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Fulcin- 
oral 

treatment 
for fungal 
infections 


‘Fulcin’ (griseofulvin) is an anti- 
biotic which is distinguished by its 
powerful antifungal properties. It 
has proved highly effective when 
given by mouth as a systemic treat- 
ment for mycotic infections of the 
skin, hair and nails. Clinical ex- A 








& 


Trichophyten Sebown 
ae of the skin and 






























case of ringworm of 
: Se le , the scalp, of the non- 
perience indicates that a daily dose | inflammatory type. 
of 1 gramme (1 ‘Fulcin’ tablet four ae ; 


times a day) is adequate for most 
cases. 


TRADE MARK 


GRISEOFULVIN 


Presented in scored tablets of 250 mg., in 
containers of 100 and 1,000. Basic N.H.S. 
cost 60/- and 560/-. Literature on ‘Fulcin’ 
is available on request. 




















IMPERIAL CHEMICAL INDUSTRIES LIMITED 
PHARMACEUTICALS DIVISION WILMSLOW CHESHIRE 
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sore throats 


that disturb 
but do not endanger 


TYROZETS 


—the pleasantly flavoured throat lozengcs with depend- 
able antibiotic and anaesthetic action. They help 
recovery without sensitising the patient to antibiotics 
that may be needed to treat serious systemic infections. 


‘TYROZETS’ lozenges, each containing tyrothricin 
1 mg. and benzocaine 5 mg., are supplied in tubes of 12. 
Economy is a prime virtue of ‘TY ROZETS’; the United 
Kingdom N.H.S. basic cost of 12 lozenges is only 1s. 8d. 


Made in England by 


MERCK SHARP & DOHME LIMITED, HODDESDON, HERTS .) 








A milligram] 


ee tag relief of migraine with 


| =3-\}- 3 ergotamine 


| 
| 
| 
| 
| 
| 
! 
| 
| 
| 


Cafergot-Q 


BY | SANDOZ 


to be chewed for 


Te) Wi 8 buccal absorption 


Each Cofergot-Q tablet contoins | 
} mg Ergotamine Tartrote BP. | 
100 mg Coffeine BP. | 

in © chocolote-flavoured bose | 
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FOR PATIENTS 
WHO FEEL ROUGH 
—VILLESCON 


Villescon benefits the run-down 
patient in three ways: 


* BETTER APPETITE 
*“Villescon has helped to restore 
a more than normal appetite 
by the fifth day of treatment”.? 


* BETTER BREATHING 
“The results in certain respiratory 
diseases were striking”. 


* BETTER OUTLOOK 
“Relief from mood disorder, 
lassitude, and anorexia were chiefly 


reported with Villescon”.3 


1. Lancet, 1960, i, 207 
2. Arzneimittel-Forsch, 1958, 8, 417 
3- Scot. med. F., 1959, 4, 567 
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‘Wl 
mY FOR EVERY 
TONIC 
PRESCRIPTION 
—VILLESCON" 


1 -phenyl-2-pyrrolidino-pentane hydrochloride, with vitamins. 


j 


=—— 


— 
— 
pas 


a~ 
ll, Manufactured and distrilruted in the U.K. by Pfizer Ltd, Folkestone, Kent for 
‘ 


C. H. BOEHRINGER SOHN, INGELHEIM AM RHEIN 
Registered proprietors of the Tri Je Mark * Revd. Trade Mark 


HE 
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Bendrofluazide is the latest and most potent oral diuretic. It is 
the safest diuretic known. Discovered and developed in the 
laboratories of Leo Pharmaceuticals Ltd., Denmark, it is now 
available in Britain as CENTYL. 

CENTYL is effective in once-a-day dosage of 2.5 to 10 mg. It is 
the diuretic of choice ; the original bendrofiuazide. Centy! is 
indicated whenever diuresis is required 


Presentations and basic NHS costs 

Céntyl! is available in tablets containing 2.5 and 5 mg. 
bendrofluazide. Containers of 25, 100 and 500. The average 
cost to the NHS of Centyl treatment per patient ranges from 
8d. to about 2/- a week, 


Centy! is the original bendrofiuazide 


HIGH STREET LONDON W8 


LE 46 
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THERAPEUTIC 


BLOOD LEVEL 
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falapen 


REGD. 


One tablet gives penicillin cover for twelve hours. 


When, as with penicillin, the therapeutic value of a drug is 
universally accepted, it is important that the drug be used 
in the most effective way. 

‘Falapen’ is a fast and long-acting oral form of penicillin G. 
It is specially formulated to give both an immediate and a 
prolonged action, 

The shell gives immediate release in the stomach. The core 


and its coating are specially processed to allow gradual 
release of penicillin on reaching the intestine. 


The basic cost to the NHS of daily ‘Falapen’ (two tablets) 
is less than Is. 2d. 


DOSE: one tablet every twelve hours, preferably before a meal. 
Each tablet contains 500,000 i.u. benzylpenicillin (PenicillinG B.P.) 


DUNCAN FLOCKHART OF EDINBURGH 


The Doctors’ House 
DUNCAN, FLOCKHART & CO. LTD. EDINBURGH I! 








Diabetes 
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sin every doctor’s practice 8 of these could be on Rastinon therapy 


How many 

of your patients 

could be stabilized 

on Rastinon? 

It is reported that twelve per thousand is the true incidence of 
diabetes in Great Britain. For every known case of diabetes 


a there is another as yet undetected and untreated.* The majority 
of these undetected diabetics will be middle-aged and have dia- 


case betes of recent onset 
For the diabetic over forty years of age whose condition has 
fe been discovered recently, Rastinon tablets offer an oral treat- 
or ment which is safe, effective and economical. 


© B.M.J. 1959. i. 555 


6d DR Betiveat 
>>HOECHST<X< 
TOLBUTAMIDE B.P.C. 


For your files: /f you would like to have more information about Rastinon oral diabetes 
therapy, please write to; HOECHST PHARMACEUTICALS LIMITED, SLOUGH, BUCKS 


Sole distributors in the United Kingdom ; HORLICKS LIMITED, SLOUGH, BUCKS 








NEW 


“> 


the successor to the tranquillizers 


‘Librium’ is as different from the 
tranquilizers as they were from 


the barbiturates”’. 


Curr. therap. Res., 1960, 2, 88 


ROGHE 


Roche Products Limited, 15 Manchester Square, London W1 





LIBRIUM 


Chemically Pharmacologically 














25 5.0 





MG/KG P.O 

















activity om mmm AP OTESSION 


‘Librium’ is the first member of ‘Librium’ 
Aggression dramatically reduced; 


a new chemical group. A product level of activity normel.® 
of Roche Research. 


‘Librium’ tames wild animals in an 
@ Not a manipulated phenothiazine amazing and unprecedented manner. 
@ Not a meprobamate derivative 
@ Not an amine oxidase inhibitor ‘Librium’ is the first compound to 
show specific anti-aggressive effect 
separated from a depressant 
effect on locomotor activity. 





in a class by itself 


Clinically 


‘Librium’ frees the patient from anxiety and tension. No toxicity 
found in over 20,000 patients. 


“.. the most significant advance to date in the psycho pharma- 
ceutical treatment of anxiety states ’"’.* 


. is unique in producing a pure ‘relief from strain’ without 
sedative effect"’.® 


1. Dis. nerv. Syst., 1960, 2/, (Suppl. 3), 7 
2. Dis. nerv. Syst., 1960, 2/, (Suppl. 3), 20. 
3. Curr. therap. Res., 1960, 2, 88 


ROGHE 














LIBRIUM 


for rapid safe control of tension | 





LIBRIUM 


It covers the field of meprobamate 


It extends into the field of the phenothiazines 
It extends into the field of the sedatives 


It exerts an effect in some cases that respond to reserpine 


ROCHE 


b m’ is a registered trade mark 








prednisolone 
plus 


freedom from gastric irritation 


that’s the extra benefit of 


ELTACORTRIE 


brand of prednisolone 


NTERIC’ 


‘ At this centre our anxiety on this score 




















[the development of peptic ulceration} 

has been greatly reduced during the past 
eighteen months by the use of enteric-coated 
‘‘ prednisolone " tablets.’ 

Lancet, 1959, i, 1149. 


GED SCIENCE FOR THE WORLD’S WELL-BEING 


Pfizer Ltd - Folkestone: Kent *Trade Mark PF125/3808 
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Squibb hydroflumethiazide (Di-Ademil) 
and Squibb Standardized Whole Root Rauwolfia 
Serpentina (Raudixin) with Potassium Chloride 


IMPROVED 


better than any 
diuretic-antihypertensive 
compound available 
because... 


Rautrax Improved contains DI-ADEMIL, a 
diuretic which produces diuresis equiv- 
alent to that seen with chemically related 
hydrochlorothiazide type diuretics, but with 
a LOWER POTASSIUM LOSS (Di-Ademil 
also has an antihypertensive effect of its 
own), and RAUDIXIN a superior anti- 
hypertensive with gentle, sustained 
antihypertensive action. Raudixin produces 
less gastrointestinal side effects than 
reserpine, and is less likely to cause 
depression. Although Di-Ademil produces 
diuresis with a LOWER POTASSIUM LOSS 
than any hydrochlorothiazide type diuretic 
available, 625 mg. of potassium chloride 
has been added to give patients maximum 
protection against possible potassium and 
chloride loss during long-term therapy. 





SUPPLY: Rautrax Improved is supplied as capsule- 
shaped tablets containing 50 mg. Di-Ademil, 50 m 
Raudixin and 625 mg. potassium chloride. ALS 
AVAILABLE: Di- Ademil-K capsule-shaped tablets con- 
taining 25 mg. hydrofiumethiazide and 625 mg. potas- 
sium chloride and Di-Ademil scored tablets containing 
50 mg. hydroflumethiazide. All available in bottles of 
25, 100, anc 500, 


— SQuiss fii 


A century of experience builds faith 


ER SQUIBB & SONS LTD 
EDWARDS LANE SPEKE LIVERPOOL 74 


‘Rautrax’ and ‘Raudixin’ are trademarks 
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The problems of normal workaday routine 
may often cause tension and anxiety 


‘DRINAMYL TABLETS 


give the patient a brighter outlook and 
help her to overcome these problems herself 


Each ‘Drinamyl’ tablet contains 
5 mg. ‘Dexedrine’ (dexamphetamine sulphate BP) 
and 32 mg. (gr. 4) amylobarbitone 


Smith Kline & French Laboratories Ltd 
Welwyn Garden City, Herts 


Dexedrine’ and ‘Drinamy!' are trade marks 





THE PRACTITIONER 


— 








, Stor scratching 
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Start healing 


CHLORMYTOL* is an ointment combining the antibacterial action of 
CHLOROMYCETIN* with the anti-inflammatory and antipruritic actions of 
prednisolone. CHLORMYTOL contains 2% CHLOROMYCETIN (chloramphenicol 
B.P., Parke- Davis) and 0.5% prednisolone in an emollient petrolatum base. 


Chlormytol OINTMENT 


available in tubes of § and 15g 


PARKE-DAVIS 


* Trade Mark 


PARKE, DAVIS & COMPANY HOUNSLOW °* MIDDLESEX * TEL: HOUNSLOW 2361 
Inc. USA. Liability Limited 





ANNOUNCEMENTS 














nasal congestion orally 
with “ Triominic’ 


““timed-release tablets” 
The NEW concept Each “timed-release” tablet keeps 


nasal passages clear for 6 to 8 hours— 
for relief of provides “around-the-clock” 


freedom from congestion on just 


the Common Cold = 3 t@lets daily. 


, the outer layer dissolves within 
In the common cold and postnasal drip, one EE ESBEE minutes to produce 3 to 4 hours 
“timed-re!ease”’ ‘TRIOMINIC’ tablet brings 


relief 
welcome relief of symptoms in minutes. Run- 
ning noses stop, clogged noses open — and 
stay open for 6 to 8 hours. The patient can 
breathe again 
‘Triominic’ is not likely to cause secondary 
congestion, and it eliminates local over-treat- 
ment and consequent nasal pathology, such 
as commonly follow the use of topical de- 
congestants in the form of sprays and nasal 
drops.* 


< 


SS 
SS 


*Iilinois med. J., 1957, 112,259 


Each “timed-release"’ ‘TRIOMINIC’ tablet contains 


Phenylpropanolamine (norephedrine-HC1) SOmeg 
Mepyramine maleate B.P 
Pheniramine maleate 


S7. Part 1, 


Dosage: 1 tablet every 6 to 8 hours, total number not 
to exceed 3 in 24 hours 


25mg 
25mg 


see —— ee a Ee ae the inner core disintegrates to give 
and 250 
‘ THEN 3 to 4 more hours’ relief. 
Price : N.HLS. Basic Price 50 tablets—8s. 6d 


Also available: «Triominic’ Syrup, for children and 3 tablets daily ‘unblock around the 
those adults who prefer a liquid medication THUS clock’ 
in bottles of 2 fi. oz. and 20 fi. oz. (dispens 


ing). N.H.S. Basic Price 2 fi. oz 2s. 6d 


. ° * . . . . * 
running noses... €e  €& and opencongested noses orally with ‘Triominic 
> J ee 


M410 


Literature and sample on signed request of physicians only 


WANDER LIMITED, 42 UPPER GROSVENOR STREET, LONDON, W.1! 
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Relieving 
the bronchial tree 
in asthma 


* ASMAC’ TABLETS are formularized to provide 

A symptomatic relief of the bronchial tree both 
during actual dyspnoeic attacks of bronchial 
asthma, and during remissions. 


‘ASMAC’ Tablets combine in a single prescription 
‘official’ drugs recognized for their reliability to 
effect mental sedation, decongestion, expectoration 
and bronchodilatation. 


PACKS AND COSTS TO PHARMACISTS 


Standard Tube of 20: 3/- 
Dispensing Bottles: 100, 12/-; 500, 52/6. 


A. WANDER LIMITED, 


42 Upper Grosvenor Street, 
Grosvenor Square, London W.1. 


Formula (each Tablet):— 


Allobarbitone B.P.C. wn : ‘ -. 0.03 g. (% grain) 
Ipecacuanha Liquid Extract B.P. .. ys .. 0.02 ml. ( § minim) 
Ephedrine Hydrochloride B.P. .. Ka .. 0.015 g. (% grain) 
Caffeine B.P. +s : ‘ . O10 g. (1% grains) 
Aminophylline B.P. . . Je 0.15 g. (2% grains) 


Pi. Si. S4. Permissible on N.H.S. scripts 
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New concept... 


Nebrinal«« 


relaxant- 
hypnotic 


reproduces 


the normal 
sleep pattern 


FORMULA 
Each tablet contains 
Pentobarbitone 
Mephenesin B.P.. 
Schedule 4 
PACKS 
Botittes of 50 and 250 
PRICE 
Basic N.H.S. cost 
4)- for 50 tablets 
DOSAGE 
Average adult dose 
for insomnia—2 tabiets; 
up-to 4 tablets may be taken 
in severe cases. 
For general sedation— 
1 tablet every 6 to 8 hours 


Nebrinal is a balanced combination of 
muscle-relaxant mephenesin and inter- 
mediate-acting pentobarbitone, presen- 
ted in the form of specially designed 
‘timed-release’ tablets to provide 
‘tapered’ dosage. 

The outer layer of the tablet rapidly 
releases about two-thirds of the two 
drugs to induce relaxation and sleep; 
the balance of, the drugs is released 
from the inner core 3 to 4 hours later to 
sustain relaxed sieep on a reduced 
dosage 

The amount of barbiturate to be in- 
activated at any one time is thus kept 


low 
Nebrinal provides 
INDUCTION OF SLEEP 


through relaxant plus hypnotic action 


SUSTAINED EFFECTIVENESS 
through ‘timed-release’ action 


REFRESHED AWAKENING 
WITHOUT ‘HANGOVER’ 
through ‘tapered’ dosage 


Further details and professional samples on request 
A. WANDER LIMITED, 42 UPPER GROSVENOR STREET, LONDON W.1. gas, 
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The inside story 
of Decongestion 
=z «@ es eo a ” Actifed ° 


‘ActTIFED’ provides a new approach to nasal 
and bronchial congestion in the common 
cold: it tackles the problem from the inside. 
Is in tablet form, and is taken by mrouth. 
Contains, in each tablet, the potent 
antihistamine triprolidine hydrochloride 
(‘Actidil’) 2.5; mgm., and pseudoephedrine 
hydrochloride 60 mgm. Taken orally, these 
two drugs together decongest the upper and 
lower respiratory tract, and reduce 
bronchospasm. 

Eliminates the need for sprays or other 
apparatus—and decongests areas not 
normally reached by topical preparations. 
Does not cause secondary engorgement 

of impair ciliary action. 

Is indicated for the relief of congestion 
associated with allergic and non-specific 
respiratory disorders as well as that of the 
common cold. It is also of value against 
allergic asthma in the young patient. The 
average adult dose is one tablet twice a day, 


increased to three times a day if necessary. 


‘Actifed’. 


Tablets—relieve nasal 


congestion Orally 


BURROUGHS WELLCOME & Co, 
(The Wellcome Foundaticn Ltd.) LONDON 








tvs} a new concept in topical thérapy 


t 


containing Medrone—the newest, most efficient topical corticosteroid— 
and Neomycin—unequalied for prophylaxis or the contro! of secondary 
skin infections—in Veriderm (skin lipid) base—tne optimum dermatolo- 
gic base that replaces lotions, creams, and ointments. Veriderm adheres 
to weeping lesions, yet is neither drying nor waxy; it corrects dry skin 
conditions, yet is neither shade nor eee lly ene 


Each gram contains: Medrone (methylprednisolone) acetate, 2‘ and Ne y pha equivalent 
eomycin base) in Veriderm (skin lipid) base iilietien Apply to the affected skin with gentle 
s daily. Supplied in 5 Gm. tubes FGRUMOST ON 





Acute contact dermatitis After 4 days of therapy 
of the thumh with Veriderm 
before treatment Neo-Medrone 0 25% 
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ww but for more effective control of cough. 


COSCOPIN 


(NOSCAPINE) ane 


NOSCAPINE IS CITED AS AN OUTSTANDING EXAMPLE 


OF A NON-ANALGESIC, NON-ADDICTING ANTITUSSIVE 


Available as 
COSCOPIN LOZENGES 
Catch-cover of 20 lozenges 


COSCOPIN LINCTUS COSCOPIN PAEDIATRIC 
Bottles of 4 fi. oz. Bottles of 4 fi. oz. 
(114 mil.) and 2 litres (114 ml.) and 2 litres 


EVANS EVANS MEDICAL LTD. 


LIVERPOOL AND LONDON 
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THE MONTH 


THE increasing complexity of therapy, and the pace at which new drugs 
continue to pour forth from the pharmaceutical laboratories, make an 
annual review of ‘Advances in Treatment’ increasingly 
The essential for the clinician. Although Dr. C. A. Clarke, in his 
Symposium introductory article on ‘Advances in Medicine’, describes 
1959-60 as a year of ‘exceptional interest’, he notes that ‘on 
the debit side it has been shown that great initial successes may bring dis- 
advantages in their train’. The outstanding example of this is the current 
problem of bacterial infection in hospital, largely due, to quote Dr. Clarke 
again, to the fact that ‘the discovery of antibiotics has undoubtedly pro- 
moted slipshod aseptic techniques, and in addition been responsible for the 
production of bacteria resistant to the new drugs’. Equally significant is the 
fact that in his article on ‘Advances in Pediatrics’, Dr. Bernard Schlesinger 
starts off with a section headed ‘iatrogenic diseases’. This is what might be 
described as the debit side of the account. The credit side, of course, is 
impressive—even though not spectacular: poliomyelitis apparently brought 
under control by immunization, the advances resulting from the discovery 
of the virus of trachoma, the increasing range of hypotensive agents, and 
the advent of new penicillins. Man’s material health and welfare are un- 
doubtedly benefiting from the impact of the searching mind in medicine 
but it is becoming increasingly evident that the advent of these powerful 
new therapeutic tools lays an ever-increasing responsibility on the practi- 
tioner to ensure that they are used—and not abused. 


Nor the least of the sins of omission of the Ministry of Health under its 
last Minister was its failure to grapple with the problem of controlling the 
indiscriminate sale of new drugs to the public. It is little short 
Drug _ of scandalous that, unless a drug fits into a limited number of 
Control categories, there is nothing to prevent its being sold ‘over the 
counter’. If it were not for the praiseworthy initiative of the 
Pharmaceutical Society, the position would be very much worse than it 
actually is, but it is a curiously irresponsible attitude on the part of the 
Ministry that it should shelter behind the pharmacists of the country in 
this manner. Indeed, it is grossly unfair to the pharmacists. It is not fair 
that theirs should be the responsibility of having to inform their customers 
that they cannot sell them some drug which has probably received front- 
page publicity in one of the less responsible national newspapers. 
As we have reiterated on more than one occasion, all that is required is 
that legislation (or regulations) be introduced whereby, in the words of the 
October 1960. Vol. 185 (389) 
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Pharmaceutical Journal, ‘new drugs will be supplied without prescription 
only when it is known to be safe to do so’. In other words, every new drug 
would be automatically ‘scheduled’ as soon as a pharmaceutical company 
informed the authorities that the drug in question was being introduced for 
clinical trial. It would then remain ‘scheduled’, and therefore only available 
on prescription, until such time as extensive clinical use had shown that it 
was a drug that could safely be sold direct to the public. In the case of many, if 
not most, drugs, such as the central nervous depressants, it would remain 
permanently ‘scheduled’. Even in the case of innocuous drugs, no harm 
would have been done to the public because right from the beginning they 
would be freely available on prescription. This is a matter of urgency and 
one which, it is hoped, will receive the early attention of the new Minister 
of Health. The lack of such legislation has been responsible for much 
unnecessary illness, and not a few fatalities. 


IN some respects the pharmaceutical industry is its own worst enemy. 

Perhaps the best example of this is the multiplicity of proprietary, or trade, 

names bestowed upon so many modern drugs and combinations 

Drugs of drugs. This causes not only confusion, but also a good deal 

and their of resentment, among the unfortunate practitioners who have 

Names to prescribe these much-named preparations. The problem is 

not confined to this side of the Atlantic. Indeed, so acute has the 

problem become on the other side of the Atlantic that the Committee on 

Advertising of the New England Fournal of Medicine has published a special 
report on the subject (New Engl. 7. Med., 1960, 263, 21). 

In brief, the major recommendation of the Committee is that before any 
new drug is put on the market it shall be given a name selected by a National 
Advisory Committee appointed by the Food and Drug Administration. This 
committee should consist of experts in medicine, pharmacy, psychology and 
marketing, and the names chosen must be ‘brief and designed with regard 
for their dignity, visual and oral reception and mnemonic connotations’. 
With the proviso that, so far as possible, the name should also give some 
indication of the chemical structure of the drug, this is a recommendation 
that might well be adopted in this country. Granted that some of the 
‘approved names’ issued by the British Pharmacopeeia Commission have been 
anything but brief or euphonic, but the names of some of the old drugs (e.g. 
ipecacuanha) are anything but easy to spell or pronounce. So far as the 
interests of individual firms are concerned, this could be protected by their 
adding their names after the drug: e.g. phenobarbitone-Jones. ‘This is a 
practice which was followed for a time by one of the leading pharmaceutical 
companies in the country, but presumably was dropped because of the current 
craze for each firm coining its own names. No-one questions the integrity 
and the high standing of the British pharmaceutical industry, but the time 
has come when it must give more serious consideration to the requirements 
of the doctors who prescribe its preparations. 
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‘Ir it is necessary to have a change, by all means let it be at once, to the 
best system that can be adopted, and the metrical system is acknowledged 
by all to be the simplest and best’. The date of this quota- 
The Metric tion is 1859 (not 1959). Even then the idea was not original 
System because it was some twenty years earlier—in 1838—that a 
Royal Commission reported in favour of the introduction 
of the metric system. Yet in this country we still maintain an ostrich-like 
attitude and refuse to recognize the absurdity of the imperial system of 
weights, measures and coinage. The whole subject has come to the fore 
again as a result of the joint report, published earlier this year by the com- 
mittees appointed by the British Association and the Association of British 
Chambers of Commerce, which concluded that there was a ‘strong case’ 
for adopting the decimal system of coinage in the United Kingdom. An 
even stronger report on the subject has been presented more recently to 
the Australian Government. 

To switch to a decimal system of coinage would be an expensive move (in 
the region of £128 million, it has been estimated), but it would cost nothing 
for doctors to discard the archaic system of prescribing imperially. It 
might be argued that change is already taking place in so far as practically 
every new drug introduced since the advent of the sulphonamides is 
prescribed in the metric system, but that is no excuse why we should not 
take the plunge now and remove the childish absurdities in which our 
current bivalent attitude places us. What could be more absurd—and 
therefore more liable to lead to faulty prescribing—than the fact that the 
current issue of the British National Formulary informs its readers, for 
instance, that phenobarbitone tablets contain 4 grain of phenobarbitone 
and that the dosage is 25 to 100 mg. daily. Granted that the imperial 
equivalent of the daily dose is given in brackets, but this scarcely lessens 
the absurdity of the situation. If practitioners can use the metric system 
for drugs introduced during the last quarter of a century, then there is no 
reason why they should not use it for the older drugs that are still in use. 
It is satisfactory to know that the British Pharmacopceia Commission will set 
an example and discard entirely the imperial system in the next issue of the 
British Pharmacopeia. 


Man’s traditional ingenuity in finding methods of preserving natural foods, 
or in making them more palatable to local tastes, is admirably illustrated 

in a recent World Health Organization report. In spite of its 
A Tale uninspiring, if correct, title—‘Definitions and notes on some 
of Milk milk products’ (WHO Technical Report Series No. 197)—it 

contains a mass of fascinating data concerning the various ways 
in which milk is dealt with in different parts of the world. Scandinavia, 
for instance, has its ‘long milk’ (langmjélk) which is produced by com- 
bining the bacteria causing ‘ripeness’ in milk with acid formers. A modi- 
fication of this is the ‘cellar milk’ (kjaeldermelk) of Norway, which is pro- 
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duced by carrying out the fermentation process for long milk in a cellar 
in huge, carefully cleaned butts and keeping the milk at about 10° C. The 
result is said to have ‘a pleasantly acid flavour’ and can be kept in ‘a whole- 
some state’ for up to a year or two. In Lapland the speciality is dried rein- 
deer milk. This is produced by placing reindeer milk in a reindeer’s stomach 
in the heat and smoke over an open fireplace, replenishing it as it evaporates 
until, after two or three weeks’ cure, the stomach is filled with the ‘dried 
grainy product’. 

Yogurt and yogurt-like products are the traditional form of sour milk in 
the Balkans, Turkey and the Caucasus, and this is made from cow, goat, 
sheep or buffalo milk. The milk is boiled to reduce its volume, allowed to 
cool, inoculated with a starter from the previous day’s yogurt, and then 
kept warm until clotted and viscous. One variety is said to contain a little 
alcohol from yeast fermentation. Koumiss, which is prepared from mare’s 
milk, contains up to 3 per cent. alcohol after prolonged fermentation, as 
mare’s milk contains more lactose than cow’s milk. It is the ‘well-known 
sour alcoholic drink of the Russian steppes and Western Siberia’. Camel’s 
milk is the source of chal, an effervescent soured product made in Turk- 
menistan. Perhaps one of these days an enterprising West End restaurateur 
will find it profitable to whet the jaded appetite of his clients by a variety 
of these milk preparations. Their names alone—for example, jub-jub, 
doogh, lassi, kurut—would sell them at almost any price he cared to charge. 


In the January 1946 issue of The Practitioner, under the heading of ‘Re- 
vision Corner’, the following notice appeared :— 
‘The ‘It is proposed each month to include short articles in this 
section, in which experts will summarize raodern treatment 
Practitioner’s and clinical procedures, particularly for the benefit of general 
Handbook’ practitioners who have returned from the Forces. Suggestions 
for suitable subjects will be welcomed’. 

What started as a service for practitioners returning to civilian practice after 
anything up to six years in the Services has developed into one of the most 
popular series of articles in The Practitioner, and over 350 articles have been 
published in the series. Such comprehensive cover is unusual—if not 
unique—in medical journalism. So consistently popular has the series been, 
and so comprehensive is the cover it provides of the major problems en- 
countered in general practice, that it was decided to publish the greater 
number of the articles in book form. The result, under the title of “The 
Practitioner’s Handbook’, has now been published, and full details will be 
found in the inset accompanying this issue of The Practitioner. The Hand- 
book contains 286 of the original articles, all of which have been revised 
and brought up to date by the authors. In the words of the preface, ‘it 
goes forth in the hope, and belief, that it provides the general practitioner 
with an authoritative and reliable vade-mecum for the many problems 

which he encounters in the course of his daily work’. 





ADVANCES IN MEDICINE 


By C. A. CLARKE, M.D., F.R.C.P. 
Reader in Medicine, University of Liverpool; Consultant Physician, 
Liverpool Royal Infirmary 


In assembling the material for this survey I am forcibly reminded of the 
view of the general practitioner on specialists: namely, that they are prone 
to make increasing inroads on his domain, thereby leaving him with fewer 
and fewer patients who are of clinical interest. Thus, if I adhere strictly to 
my brief, I must refrain from commenting on respiratory disorders, hyper- 
tension, neurological diseases, liver conditions, geriatrics, antibiotics and 
virus diseases, all of which are being dealt with by experts. Since general 
medicine, however, is still just regarded as being a permissible specialty, I 
shall consider all fields as being open, my viewpoint being that the function 
of a general physician is to survey the scene in breadth, leaving the experts 
to explore the depths of their particular subjects. 

The year 1959-60 has been one of exceptional interest. On the debit side 
it has been shown that great initial successes may bring disadvantages in 
their train, and, furthermore, it has been widely appreciated that medicine 
is not immune to disservices. The credit side, however, far outweighs these 
setbacks, for there have been discoveries in applied biology which are 
fundamental to medicine and, hardly less important, an increased willing- 
ness among those in authority to allow new ideas in the,teaching of medicine 
which cannot fail eventually to benefit our patients. 


BACTERIAL INFECTIONS IN HOSPITALS 

The discovery of antibiotics has undoubtedly promoted slipshod aseptic 
techniques, and in addition been responsible for the production of bacteria 
resistant to the new drugs. This is particularly important in the case of the 
staphylococci which are able to elaborate a specific enzyme (penicillinase) 
which destroys penicillin. The virulence of these penicillin-resistant staphy- 
lococci becomes enhanced in hospital communities, and the field is also left 
clearer for them because other bacteria tend to be eliminated by powerful 
antibiotics in common use. Thus staphylococcal entero-colitis and other 
infections are becoming increasingly frequent. Although it is an exaggera- 
tion to say that we are back in pre-Lister days, when it was safer to be delivered 
at home, nevertheless, the increase in mastitis and infections of the cord 
in maternity hospital patients is alarming. Measures which are recom- 
mended to overcome this major setback are :- 


(a) Improved asepsis, particularly the proper ventilation of operating theatres. 

(b) The reservation of certain antibiotics for exceptional cases: e.g. erythromycin 
should only be given to patients who can definitely be shown to be resistant to the 
more commonly used drugs. 

(c) The prescribing of these ‘reserved’ antibiotics should be limited to senior 
members of the staff. 
October 1960. Vol. 185 (393) 
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(d) The widespread use of antibiotics for non-specific prophylaxis should be 
abandoned, while at the same time it should be realized that there may be special 
circumstances in which prophylaxis is fully justified. 

(e) In the presence of an outbreak of staphylococcal infection healthy nasal 
carriers should be treated. For this purpose antibiotics not normally used for the 
treatment of serious sepsis can be given, and good results have been reported from 
the use of neomycin-bacitracin ointment. 

An entirely different way of tackling the problem is to synthesize new 
types of penicillin which are insensitive to penicillinase. Although this 
has so far met with only limited success, the preliminary work makes it 
likely that a satisfactory answer is near. The big advance is that the nucleus 
of penicillin has been isolated by workers in the Beecham Research Labora- 
tories and its composition has proved to be 6-aminopenicillanic acid, the im- 
portance of the amino-grouping being that it can act as a hook to which 
additional new side-chains can be added to the nucleus. This means that 
an unlimited number of new penicillins can now be synthesized, and it is 
almost certain that some will be insensitive to penicillinase. To a very 
limited extent this has already been achieved, the new oral penicillin, 
phenethicillin (‘broxil’), having slight resistance to the enzyme. The main 
value of phenethicillin, however, is that it is absorbed much more effec- 
tively than any other oral penicillin. It is therefore the drug of choice when 
long-term prophylaxis is indicated, and the dose for this purpose is 125 mg. 
twice daily (12 tablets, however, cost 8s.). The uses of phenethicillin have 
recently been discussed in The Practitioner and those interested should 
refer to this article (Douthwaite, 1960). 

From what has been said it is clear that all doctors and nurses should 
have some idea of the problems which the penicillin-resistant staphylococci 
have raised, and the reading of the very clear Report of the Sub-Committee 
of the Central Health Services Council (1959) on the matter should be 
obligatory. 

SMOKING AND LUNG CANCER 
This has been the subject of considerable discussion during the year, the 
causal relationship between cigarette smoking and lung cancer having been 
challenged by Sir Ronald Fisher (1959), who has pointed out that the data 
could equally well be explained if it were assumed that an individual were 
genetically predisposed both to the disease and to heavy smoking, without 
there being any causal connexion between the two. He also points out the 
surprising fact that those heavy smokers who inhale the most appear to be 
least liable to the disease, and lastly he emphasizes that there has not been 
the anticipated increase in women dying of lung cancer, in spite of the rise 
in the number of cigarettes smoked by them. In another report Eysenck 
and his colleagues (1960) have shown that individuals with different types 
of temperament do in fact smoke varying numbers of cigarettes, ‘extro- 
verts’ being heavier than ‘introverts’. If one were to pursue this type of 
investigation the next step would be to investigate the temperaments (if 
this were possible) of sufferers from lung cancer. While agreeing that this 
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is logical and that Sir Ronald’s criticisms are theoretically unassailable, the 
physician cannot but feel that at some stage clinical observation and common 
sense must also be allowed their say. When one sees, month after month, 
increasing numbers of patients with lung cancer, most of them with heavily 
nicotine-stained fingers, it is difficult to avoid believing that the association 
is a true one and one is apt to reflect with mathematical Philistinism: ‘If 
it hits you in the eye it’s significant, if it doesn’t, it isn’t’. 
There are, in addition, some less emotional considerations :— 


(a) Granting that Sir Ronald’s genotype theory is correct, this by no means 
invalidates Bradford Hill’s and Doll’s hypothesis. A simple though comparable 
analogy would be that there might well be a genetically controlled difference in 
temperament between motor-racing drivers and tiddly-wink champions, and we 
can safely assume that considerably more of the former will die in motor accidents. 
Although the drivers may be predisposed by heredity to engage in motor racing, 
it seems undeniable that if they were to give it up their death rate from motor 
accidents would decrease (Ryle, 1960). 

(b) The inverse relationship between cancer and inhaling clearly requires an 
explanation, but workers elsewhere have shown a contrary state of affairs: i.e. a 
positive correlation between the two. Inhalation, however, is an almost impossible 
character to score with accuracy but, since the vast majority of lung cancers occur 
in the neighbourhood of the carina, this is at so shart a distance from the pharynx 
that almost all smokers will be ‘inhalers’ so far as this susceptible area is concerned. 

(c) Although it is perfectly possible that men and women may be equally prone to 
lung cancer, yet, because they are of different genotypes (male and female), their 
susceptibility to the disease may also be different. This is simply not known at 
present, but Bradford Hill and Doll (1960) have recently pointed out that the death 
rate in women for cancer of the bronchus has in fact increased in certain age-groups. 

(d) Fisher says: ‘Is it possible then that lung cancer—that is to say, the pre- 
cancerous condition which must exist and is known to exist for years in those who 
are going to show overt lung cancer—is one of the causes of smoking cigarettes? 
I don’t think it can be excluded’. This pre-cancerous condition, he says, involves a 
certain amount of slight chronic inflammation which he thinks is likely to cause a 
sufferer to smoke more, to obtain ‘the kind of comfort that might be a real solace 
to anyone in the fifteen years of approaching lung cancer’. Now it is perfectly 
true that carcinoma of the bronchus is common among those with a history of chronic 
bronchitis, but a major cause of this is evident to any clinician. In the early stages 
smoking only has to be stopped and the symptoms and signs disappear permanently. 
Doll and Bradford Hill (1953) found that the tendency to neoplasm diminishes with 
the length of time that has elapsed since the individual gave up his cigarettes. 
Although it might be argued that the capacity to give up smoking could also be 
genetic, yet the clinical observation that the ‘slight chronic inflammation’ can be 
cured by giving up cigarettes seems to favour the view that these are the cause 
of the ‘pre-cancerous condition’ which Sir Ronald mentions. 

Another contributory piece of circumstantial evidence that cigarette 
smoking is a direct cause of cancer of the lung comes from an analysis of 
hospital records of Seventh Day Adventists, the great majority of whom 
are non-smokers. Over a specified period there were 158 cases of lung 
cancer among the men admitted to hospital who were not Seventh Day 
Adventists. Among those who were members of this Church (approximately 
9.4 per cent. of all admissions) about 15 cases would have been expected 
and there were, in fact, only two. 

If, as many of us believe, the evidence is in favour of the association, it 
follows that it is the duty of the medical profession to try and reduce 
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cigarette consumption in the young. This can only be done by a campaign 
competing in attractiveness with that of the tobacco companies, and would 
require a professional advertising expert who thoroughly understood the 
psychology of young people: their dislike of sarcasm and of being thought 
inadequate by their contemporaries (particularly of the opposite sex). Since 
the tax on tobacco brings in millions it seems probable, however, that lung 
cancer, like road accidents, will be accepted as part of modern existence. 
Even so, it seems unnecessary that many young people should be en- 
couraged to begin smoking by the cheap cigarettes which are obtainable 
in the Services. Nevertheless, there are some grounds for hope, for there is 
a very strong impression that cigarette smoking has diminished in the upper 
and middle income groups, and awareness of the facts may in time percolate 
downwards. 


CHROMOSOMAL ABNORMALITIES IN MAN 

This has been the big advance of the year since, by new methods, it is now 
possible not only to count the total chromosome number but also to recog- 
nize accurately the individual pairs. The discoveries have shown the exact 
chromosomal abnormality in some types of human intersex and have also 
shed light on mongolism. The key words are ‘non-disjunction’ and ‘trisomy’. 
By the former is meant failure of separation of the chromosomes at meiosis 
so that one gamete receives an extra chromosome, becoming trisomic at 
fertilization, whereas its counterpart is one short—monosomic when fer- 
tilized. Non-disjunction can happen either in the X and Y sex chromosomes 
or in any of the 22 autosomes, and chromosomal abnormalities of this kind 
have been detected very recently in well-known clinical conditions. 

For example, in Turner’s syndrome, characterized by stunted infantilism 
with primary amenorrhoea and absence of secondary sexual characteristics 
in an apparent girl, most of the patients lack the second X (i.e. they are XO). 
The interest of this observation is not merely theoretical since, if the con- 
dition is recognized early enough, thyroid and testosterone can be given 
from the age of about 4 or 5 years to stimulate growth, and after the age 
of 12 years cestrogens can be given to promote spurious menstruation. 
A definite diagnosis also enables a prognosis of infertility to be given with 
almost complete certainty, although there is on record the case of a stunted 
XO woman who produced a normal male child (Bahner et al., 1960). 

Another disorder is that of the adrenogenital syndrome, a familial con- 
dition controlled by an autosomal recessive gene, in which individuals who 
are apparently normal girls (and who have the female chromosome consti- 
tution) develop signs of virilism which can be suppressed by cortisone if 
the diagnosis is made early enough. As it is often difficult clinically to dis- 
tinguish this condition from testicular feminization (where a genetic male 
develops feminine characteristics for which there is no treatment) the 
correct diagnosis may be reached by accurate chromosome counts and is 
of the utmost importance to the patient. 
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Again, in Klinefelter’s syndrome, where affected individuals look essen- 
tially like men (but present at hospital either because of infertility or on 
account of gynzcomastia), it has been shown that the chromosomal con- 
stitution is abnormal, being XX Y. These patients are always infertile. 

In mongols there is also a chromosome abnormality, and usually this 
takes the form of an extra autosome. Occasionally, however, the additional 
chromatin may come not from an extra complete chromosome but from a 
segment breaking away from one chromosome and becoming attached to 
another: i.e. ‘translocation’ (Carter et al., 1960). Ford and his colleagues 
(1959) have described a remarkable patient who suffered from both Kline- 
felter’s syndrome and mongolism. It was found here that there were two 
extra chromosomes: one was an X and the other the usual additional small 
autosome found in mongolism. 

It is clear that many other chromosomal abnormalities will come to light 
in the near future, and one practical application is likely to lie in the im- 
provement of prognosis for subsequent children. 

Mongolism is also of current interest because it has been shown that 
affected children have a higher incidence of leukemia than normals. Why 
this should be so is uncertain, but (i) their white cells have long been known 
to be of a primitive type, and (ii) they now live long enough to develop 
the blood disorder because antibiotics control the respiratory tract infections 
which formerly were lethal to them. These recent additions to our know- 
ledge of mongolism may indirectly be of help in elucidating the problem of 
leukaemia. 

FAMILIAL INTESTINAL POLYPOSIS 

This inherited pre-cancerous condition is uncommon, but most surgeons 
know of one or two families, and cancer of the colon is very likely to super- 
vene unless colectomy is carried out. The early diagnosis of the pre- 
malignant phase may be difficult, but there is now evidence that the gene 
responsible for polyposis may be linked to that controlling the MN blood- 
group system (Veale, 1958). If this is confirmed it will be possible in at 
least some families to identify those who are likely to develop the disease. 


PHARMACO-GENETICS 
That some patients are alarmingly sensitive to certain drugs which to the 
majority are innocuous has been known for a long time. The examples that 
have been particularly prominent in recent years have been primaquine 
sensitivity (an acute hemolytic anemia occasionally developing after the 
exhibition of this anti-malarial drug) and favism (a hemolytic reaction 
occurring in certain individuals after eating fava beans). It is now known 
that both ‘sensitivities’ are due to a genetically determined deficiency of 
one of the enzymes concerned in red-cell glucose metabolism, namely, 
glucose 6-phosphate-dehydrogenase. Sensitivity to suxamethonium, a 
muscle relaxant often used in anzsthesia, falls into a similar class of enzyme 
defect: affected individuals, having a low serum pseudo-cholinesterase 
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activity and therefore being unable to destroy the drug at the normal rate, 
are liable to develop prolonged apnoea (Harris, 1959). 

These examples occur in only a few individuals, and it is of more prac- 
tical interest when about half a population can be shown to metabolize a 
commonly administered drug in a different way from the other half. Thus, 
in the case of isoniazid it has been demonstrated that there are ‘slow’ and 
‘fast’ inactivators corresponding to the degree and speed of acetylation of 
the drug and that patients fall sharply into one or other of the two classes 
(Bénicke and Reif, 1953). Very recently it has been shown conclusively by 
family studies that ‘slow’ and ‘fast’ inactivation is genetically determined, 
‘slow’ being recessive to ‘fast’ (Evans et al., 1960). In this country about 
50 per cent. of individuals belong to each class, but in Japan the percentage 
is different, there being an exceptionally high proportion of ‘fast’ inacti- 
vators. Immediately there springs to mind the possibility that patients with 
tuberculosis may progress differently according to their isoniazid meta- 
bolism, and work is at present proceeding to find out if, in fact, this is the 
case. All that can be said at the moment is that side-effects of the drug are 
commoner in ‘slow’ reactors. The therapeutic problem is difficult to assess 
since in most countries isoniazid is given in combination with either strepto- 
mycin or PAS, and it is difficult to know what is the exact contribution of 
each drug. In under-developed areas, however, where it is difficult to give 
injections of streptomycin consistently, and where PAS may not be taken 
because of its somewhat unpleasant side-effects, isoniazid is given as the 
sole treatment, and a start has been made to find out the status of the 
patients as regards inactivation of the drug. In this country it would be 
interesting to estimate the rate of healing of lupus vulgaris in the two 
classes since the disease is often treated by isoniazid alone. 

As it seems likely that other drugs will be found which will take different 
metabolic paths when given to patients with different genetic constitutions, 
in the future tests may need to be made to find the treatment most suitable for 
any given individual. Furthermore, pharmaco-genetical differences will have 
to be borne in mind when large-scale testing of new drugs is being undertaken. 

TESTS FOR PHENYLKETONURIA 
“The diagnosis of phenylketonuria is important for three different reasons: in young 
infants the detection of this metabolic error permits treatment with a low-phenyl- 
alanine diet in order to prevent or minimize mental deterioration; the ascertainment 
of all cases of phenylketonuria among mental defectives would permit an accurate 
estimate of the frequency in the population of the gene responsible; to the pazdia- 
trician the differentiation of phenylketonuria from other forms of mental deficiency 
is always important, not least because of the light it throws on the chances of 
later children in the family being affected. For these reasons any test which makes 


the diagnosis of phenylketonuria simpler or more reliable is to be welcomed’ 
(Gibbs and Woolf, 1959). 


This summing up is based on the results of a programme which aimed at 
testing for phenylketonuria the urine of all infants born in Cardiff within 
a year. A new test strip, ‘phenistix’, was used and both urine and wet 
napkins could be tested by this method. Since phenylpyruvic acid is not 
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excreted until a few weeks after birth, most infants had left hospital and 
the investigators found that their greatest difficulty was in obtaining urine 
from the home. 
ADVANCES IN IMMUNOLOGY 

Poliomyelitis vaccine.—The efficacy of poliomyelitis vaccine, especially of 
the attenuated live vaccine given by mouth, has been a matter of great 
public interest during the year and field work using different types of oral 
vaccine has been carried out in various parts of the world. In a review such 
as this stress is laid chiefly on the present position in this country. Briefly, 
it can be stated that the routine treatment consists of three spaced injections 
of killed vaccine, and this probably provides 80 per cent. protection against 
the disease, although it is not known definitely for how long the immunity 
lasts. A feature of the campaign is that, whilst in children the response has 
been very good, few adults have availed themselves of inoculation, and this 
is discouraging because, as is well known, the paralytic form of the disease 
is tending to attack older age-groups than formerly. Although premature 
conclusions would be unjustified, it is satisfactory to note that the incidence 
of poliomyelitis in this country, which has been rising in recent years, was 
lower in 1959 than for any year for over a decade. 

At the present time a trial is being carried out of oral attenuated vaccine. 
If this proves a satisfactory antigen it would be more acceptable since much 
less organization is needed to meet widespread demand. In Russia and else- 
where an attenuated vaccine has already been used, given by mouth in 
sweets, or in the case of new-born babies in fruit-flavoured drops. Using 
this method it is estimated that 75 million children will have been given 
attenuated vaccine by the end of 1960 in the U.S.S.R. alone. No untoward 
results have been reported, and furthermore, the vaccine can be given 
without risk to pregnant women. The hope that self-propagating immuniza- 
tion will extend to those who do not avail themselves of the prophylaxis 
remains unrealized except perhaps to the immediate household. 

In spite of the good results claimed in the U.S.S.R., it seemed prudent 
to begin with a pilot survey of the oral attenuated vaccine in this country 
since the virus may behave differently in different countries. Even if the 
survey here proves satisfactory, before oral vaccine becomes the standard 
method of prophylaxis, it will need to be established that: (1) the polio- 
virus does not mutate back into a virulent form, and (2) there are no 
untoward effects resulting from synergism with other enteric viruses. Even 
then, popular prejudices about mass prophylaxis, such as appeared over 
fluoridation of water supplies, may make its adoption more difficult. 

The best way of treating contacts in an established epidemic is still 
uncertain, but in the Singapore outbreak—the only epidemic which has 
occurred since modern methods of treatment were introduced—it was 
claimed that oral vaccine was most efficacious (Hale et al., 1959). 

Immunization against tetanus.—A great deal of passive immunization 
against tetanus is carried out in this country, some 750,000 doses being 
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given each year. In 50,000 of these serum sickness occurs and there are a 
few dangerous and sometimes fatal anaphylactic reactions. Against these 
figures must be set the 200 cases of tetanus which occur each year, the 
case-mortality being about 27 per cent. These facts put a young casualty 
officer in something of a quandary and it is clear that the surest way of 
preventing tetanus and the complications of passive immunization is to 
adopt a programme of active immunization of children by toxoid. A patient 
so immunized usually needs no antitoxin if he is wounded, but he may be 
given a dose of toxoid. The best hope of implementing the immunization 
of children is to carry it out in early childhood or at school entry. The 
record that active immunization has been carried out could be provided by 
a small and universally accepted tattoo sign (Lake, 1959; Caro, 1960). 


Protective factors in erythroblastosis—It has long been a matter of con- 
jecture why only about one in twenty rhesus-negative women carrying a 
rhesus-positive foetus becomes sensitized to the rhesus antigen. Levine 
(1943) was the first to suggest that ABO incompatibility was protective 
against erythroblastosis and this was later confirmed by many other workers. 
Further support has been afforded by a recent Liverpool survey (Finn, 
1960) in which it was shown that in 164 families the immunizing fetus 
(when it could be determined with certainty by reference to the blood- 
groups of older brothers and sisters) was with one exception always com- 
patible: ie. the mother could safely accept the child’s blood without 
reactions occurring. Finn next investigated how often and to what extent 


foetal cells crossed the placental barrier. He took 100 consecutive rhesus- 
negative primipare and estimated the amount of fetal bleeding into the 
maternal circulation. Currently he is investigating the correlation between 
the amount of bleeding and the production of antibodies. Should this be 
positive it would suggest that permeability of the placenta was important in 
determining whether or not sensitization had occurred. 


DISEASES OF THE CARDIOVASCULAR SYSTEM 
Prophylaxis in rheumatic fever—Although prophylaxis by oral penicillin 
against recurrences of rheumatic fever has been practised for several years, 
recently there has been a suggestion that the same therapy confined to the 
treatment of respiratory infections is equally effective. The amount of 
medical supervision necessary to ensure that infections are in fact so treated, 
however, is extremely difficult to achieve, and continuous prophylaxis is 
still considered to be the most generally effective protective measure. 

Long-term anticoagulant therapy.—If it is accepted that anticoagulants are 
worth giving in the acute stage of myocardial infarction (and this is the 
usual view), then the consideration of their use for a prolonged period to 
prevent further thrombotic episodes seems only logical. Anyone who is 
interested should read the carefully planned Medical Research Council 
study of this problem (1959), and the pertinent and critical comments on 
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it made by McMichael (1959) and Honey and Truelove (1959). They point 
out the great difficulties involved in the planning and carrying out of an 
unbiased therapeutic trial where the final criterion is the patient’s life or 
death. Although a number of physicians are placing patients under the age 
of 55 who have sustained a myocardial infarction on long-term anticoagulant 
damea others, more conservative, are reserving it for those who have had 
two vascular incidents in close succession. Nevertheless, the actual degree 
of benefit achieved by such treatment is still far from clear. There is cer- 
tainly not sufficient general confidence at present for consideration of the 
establishment of large numbers of anticoagulant clinics. 

Asymptomatic myocardial infarction.—It is salutary in these days, when 
every chest pain occurring in or after middle life is liable to be diagnosed 
as cardiac ischemia, to know that 12 out of 100 men aged between 50 and 
80 years, none of whom had had any chest pain, nevertheless showed evi- 
dence of myocardial ischemia in their electrocardiograms. This emphasizes 
the need for care in using electrocardiography in the assessment of chest 
symptoms (Weitzman and Smith, 1959). 

Bretylium.—In ‘Advances in Medicine’ last year (Hill, 1959) mention was 
made of new hypotensive agents and the hope expressed that more success 
in the treatment of hypertension would be obtained by drugs such as 
bretylium tosylate (‘darenthin’) which block only post-ganglionic sympa- 
thetic transmission, the side-effects due to parasympathetic block being 
eliminated. Bretylium has been used extensively in the last twelve months, 
but the general opinion is that the drug is not such an advance as had been 
hoped. Although the blood pressure is lowered, as with the other types of 
ganglion-blocking drugs, yet side-effects are by no means absent. Thus, 
Turner and Lowther (1960) have drawn attention to serious syncope after 
mild or brief exercise, and this may occur even when the diastolic pressure 
is high. Troublesome dyspneea and dizziness have also been noted (Lowe 
and Rosenheim, 1960). The conclusions drawn, and with which I am in 
complete agreement, are that bretylium is a difficult drug to manage and 
should be given only with great care and under close supervision. It cannot 
be too strongly emphasized that the vast majority of patients with hyper- 
tension do not require ganglion-blocking drugs. These should only be con- 
sidered when the diastolic pressure is consistently over 130 mm. Hg or 
when papillaedema is present. In such selected cases there is no doubt that 
eyesight can be improved, the patient made more comfortable and the 
expectation of life increased by a few years. 

The inheritance of essential hypertension.—It has been of great interest to 
follow the argument during the year between Sir Robert Platt, the President 
of the Royal College of Physicians, and Sir George Pickering, the Regius 
Professor of Physic at Oxford, who disagree about the mode of inheritance 
in essential hypertension. Thus, the Regius Professor and his colleagues 
consider that hypertension is a graded character comparable with height, 
and that no particular figure can be taken as ‘normal’. The President, on 
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the other hand, regards essential hypertension as a disease controlled by a 
single dominant gene. He bases his conclusions on family studies where he 
finds a bimodal distribution between those sibs who are affected and those 
who are not. From the point of view of treatment the matter is not of much 
moment except that if Platt is correct it might be possible, from a survey 
of family data, to find out which individuals were particularly at risk. 
Perhaps the most memorable feature of the controversy was the remark of 
a distinguished physician who, at a symposium on the subject, observed: 
‘I must stop bickering with Pickering and have a bat at Platt!’. 


RESPIRATORY DISEASES 

Chronic bronchitis.—This condition accounts for the loss of upwards of 
22 million male working days: that is about 25 per cent. of all male sickness 
incapacity. Any measure which can improve this state of affairs is worth 
serious consideration and there are many reports of good results following 
the continuous administration of tetracyclines during the winter months. 
In two double blind trials, one of continuous daily tetracycline-oleandomycin 
(‘sigmamycin’) (1 capsule four times daily being the basic dose and each 
capsule consisting of 167 mg. of tetracycline and 83 mg. of oleandomycin) 
and the other of oxytetracycline, 250 mg. four times daily, those treated 
with these antibiotics were greatly benefited as compared with patients 
receiving ‘dummy’ capsules (Murdoch et al., 1959). Side-effects were in- 
frequent and not serious, although it was observed that 15 out of 47 patients 
receiving the drugs developed diarrhcea, described as ‘mildly troublesome’. 
One wonders how far prolonged diarrhcea can ever be anything but a major 
nuisance. Other disadvantages are: (1) ‘The bacteria may become resistant, 
and if the treatment is to be continued year after year it may well lose its 
effect. (2) ‘The expense—a six months’ course of oxytetracycline costs over 
£60. Nevertheless, this has to be balanced against the economic advantage 
to the country if there is a substantial gain in working days. Taking every- 
thing into consideration, there would seem to be little doubt that patients 
should be provided with a supply of a tetracycline to be taken in fuil doses 
but only at any sign of a worsening of their condition. 

If any further evidence were required that cnronic bronchitis is a serious 
problem the recent work in Sheffield provides an answer (Stuart-Harris 
et al., 1959): in the industrial area of the city 41 per cent. of 487 patients 
with congestive cardiac failure were suffering from cor pulmonale, whereas 
in less polluted areas of the region the figure was only 30 per cent. 

Steroids in asthma.—When the place of steroids in treatment is finally 
assessed it may well be found that their greatest benefit, apart from replace- 
ment therapy, has been to chronic asthmatics. There is no doubt that there 
exists a considerable number of these sufferers who are respiratory invalids, 
unable to work and a burden to themselves and to their friends. It is in 
this group, those who are never well, that steroids should be given, despite 
possible long-term side-effects. How the drug works is unknown, but 
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resolution of bronchial edema seems the most likely explanation. Occa- 
sionally courses can be intermittent but in the really chronic case con- 
tinuous therapy is necessary, dramatic results often being obtained by 
prednisolone, 5 mg. three or four times a day. The drug, however, should 
not be given regularly unless it is clear that all other forms of treatment 


have been of no avail and that there are no spontaneous remissions. 


GASTRO-INTESTINAL DISEASES 

Blood-groups and peptic ulcer.—There is now good evidence that peptic 
ulcer, particularly duodenal ulcer, is commoner among patients who are of 
blood-group O than in those who are A, B or AB, and that there is a further 
risk of ulcer if an individual is also a non-secretor; that is, if he does not 
secrete the blood-group antigens in the saliva and other body juices includ- 
ing gastric juice. It has been estimated that there is an increase of 82.6 per 
cent. in duodenal ulcer patients who are group O non-secretors compared 
with controls (Aird et al., 1954; Clarke et al., 1956, 1959). The evidence 
in favour of these associations has been further strengthened by the finding 
of Doll and his colleagues (1960) who report an even greater incidence of 
group O among individuals with stomal ulcer, this being regarded as the 
severest form of ulcer diathesis. The cause of these associations is quite 
unknown, but there is a suggestion that it is related to the amount or con- 
centration of hydrochloric acid secreted by the parietal cells (Sievers, 1959). 
The blood-group findings have been so striking that, on empirical grounds, 
some physicians would hesitate before advising a partial gastrectomy in 
group O non-secretors or, if the operation were necessary, they would 
advise a high gastrectomy with a view to removing as much of the acid- 
bearing portion of the stomach as possible, as it is certain that residual 
acidity is one of the causes of stomal ulcer. 

Ulcerative colitis and cancer.—There is increasing evidence that long- 
standing ulcerative colitis is followed by carcinoma of the colon, and it has 
been estimated that in those patients who have had the disease for nine 
years or more, malignant disease supervened in a third. Malignancy shows 
none of the usual naked-eye appearances of neoplasm in the bowel but the 
characteristic cells are found in strictures even when there are no suspicious 
macroscopic features. The risk of developing a neoplasm is high and the 
danger of a carcinoma must be added to the indications for colectomy. 
From contact with patients who have had the operation I know that the 
fear of permanent ileostomy is in fact much worse than the reality. 

On the medical side, sulphasalazine (‘salazopyrin’; salicylazosulphapyri- 
dine) has come back into favour. It is a sulphonamide which has a marked 
selective affinity for inflamed connective tissue and is made up in tablets 
of o.5 gramme. It is well worth a trial, particularly in those patients 
who do not respond to steroid treatment. The dose initially is of the order 
of 4 to 6 tablets daily, but if the lesions improve and endoscopy is satis- 
factory the tablets should be reduced to three a day. It is recommended 
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that two weeks’ treatment should be followed by one week’s pause. 

The treatment of Shigella and Salmonella infections—Work has been 
carried out in which various drugs have been studied singly and in com- 
bination in patients who have Shigella and Salmonella infections or who 
are carriers of these bacilli. Coles and his colleagues (1960) reported favour- 
ably on a new antibiotic, paromomycin (‘humatin’) which is biologically 
derived from a strain of streptomyces. It was found that the drug was par- 
ticularly effective in eradicating Shigella and Sonne bacilli but was less so 
with the Salmonella group. No serious toxic reactions or superinfections 
developed. If these results are confirmed it would seem to mark a real 
advance in the treatment of an increasingly common condition. 

Fecal incontinence.—-This may seem an unzsthetic problem for the re- 
search worker but it is of great importance to both patients and nursing 
staff in geriatric units where cases of senile dementia are numerous. Jarrett 
and Exton-Smith (1960) have pointed out that those cases not due to fzcal 
impaction are probably due to impaired nervous control of the defzcation 
reflex at the cortical level. They claim success by alternating drugs with 
opposite pharmacological effects: e.g. kaolin and morphine mixture B.P.C. 
and standardized senna (‘senokot’) given at 12-hourly intervals. They point 
out that the opiate, by interfering with the propulsive movements of the 
small and large intestines, leads to more complete absorption of water from 
the faeces and at the same time the tone of the external sphincter is greatly 
enhanced. On the other hand, the active glucosides of ‘senokot’ are absorbed 
from the small intestine, re-excreted in the colon, and after activation by 
bacterial flora stimulate the parasympathetic nerves of Auerbach’s plexus. 
This helps to reproduce the physiological process of defecation without any 
evidence of irritation of the bowel mucosa. The dose of the two drugs may 
need to be varied to suit the individual patient. More reports of this form 
of treatment are obviously needed; if they substantiate the original claim 
we clearly have a considerable and very practical clinical advance. 

Electrolyte loss in purgation.—That so plebeian a habit as that of taking 
purgatives can produce serious metabolic effects resulting in electrolyte dis- 
turbance, particularly potassium loss, may seem surprising, considering the 
large quantities which are taken by the population. Nevertheless, that elec- 
trolyte loss can occur and be responsible, in addition to the diarrhcea, for 
severe muscular weakness, anorexia and vomiting, has been shown in a 
recent article by Coghill and his colleagues (1959). They point out that the 
purgatives most likely to cause these disturbances are those such as cascara 
sagrada, aloes, jalop, colocynth, phenolphthalein and calomel, all of which 
stimulate the gut to propel its contents faster. It is clearly worth while con- 
sidering whether general malaise associated with frequent purgation may 
not be due to potassium loss and it is not unlikely that more cases will be 
reported now that attention has been focused on the problem. 


THYROTOXICOSIS 
The present position with regard to anti-thyroid drugs is admirably sum- 
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marized in an article by Crooks and Wayne (1960). They point out that 
the four drugs which have been most widely used up to the present are 
methylthiouracil, propylthiouracil, methimazole and carbimazole. All are 
effective and relatively safe. A fifth, and more recently used, rival (though 
its anti-thyroid properties have been known for some years) is potassium 
perchlorate which acts by inhibiting the iodine-trapping mechanism of the 
thyroid gland, thus differing from the thiouracils which prevent the iodina- 
tion of tyrosin. Each of the drugs mentioned blocks the secretion of the 
thyroid hormone and the response of the patient is a function of the dose, 
but there is a differing liability to produce toxic side-effects. The least dose 
which will effectively block secretion of the thyroid hormone during each 
twenty-four hours is probably of the order of 450 mg. for methylthiouracil, 
60 mg. for carbimazole and 1000 mg. for potassium perchlorate. Whether 
or not side-effects occur seems to be related mainly to the total dosage, and 
Crooks and Wayne find no evidence that any of these anti-thyroid drugs is 
significantly more toxic than any other when given in therapeutically 
equivalent dosage. In fact the evidence seems to be that potassium per- 
chlorate is less liable to give rise to skin rashes or blood dyscrasia than the 
methylthiouracil group. The dose of potassium perchlorate is from 600 to 
1000 mg. daily in divided doses, and it is of particular use in preparing 
patients for operation when the gland is small and nodular. It can also be 
used during pregnancy. Its cheapness warrants its inclusion as the anti- 
thyroid drug of choice in the medical treatment of thyrotoxicosis. 

Although not a very recent observation it seems not out of place to note 
that there is increasing evidence that therapeutic ’*! is the treatment of 
choice in primary thyrotoxicosis occurring in the older (over 45) age-groups. 

Active research is proceeding in various parts of the world to try to throw 
light on the etiology of non-endemic goitre: i.e. that form not associated 
with iodine deficiency. There is considerable evidence that goitrogens may 
be present in cows’ milk, and seasonal epidemics have been described in 
Tasmania (Gibson et al., 1960). The ability or inability to taste phenyl- 
thiocarbamide (PTC) also seems to be related to the type of goitre which 
patients develop and it is not improbable that the metabolism of the 
thiouracil compounds differs according to the taster status of the individual 
(Kitchin and Howel Evans, 1960). 


ORAL DIURETICS 
This subject was dealt with in some detail by Professor Hill in the corre- 
sponding issue last year (Hill, 1959). Although there have been no striking 
advances since then, two useful refinements have been introduced. The first 
is ‘hydrosaluric-K’, each tablet of which contains 25 mg. of hydrochloro- 
thiazide and 572 mg. of potassium chloride. In contrast with chlorothiazide 
therefore, it usually renders unnecessary the addition of a potassium supple- 
ment. The second is bendrofluazide (‘aprinox’; ‘centyl’; ‘neo-naclex’), of 
which only a very small dose is required, the drug being the most powerful of 
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this group so far discovered. Only 5 mg. daily for a week must be given and 
this is then followed by a free interval of three days. Thereafter the main- 
tenance dose is 2.5 to 5 mg. once daily two or three times a week. With 
this drug there is alleged to be less liability to potassium loss than with 
chlorothiazide, but it is probably wise to give the usual supplement of 1 
gramme of the potassium salt thrice daily. A side-effect of bendrofluazide 
is mild dyspepsia, and psychic changes have also been reported when it has 
been used in patients with cirrhosis of the liver. I have no personal experi- 
ence of the drug but a colleague reports favourably on it. It must not be 
forgotten, however, that it is expensive: even when supplied to hospitals 
100 5-mg. tablets cost between 87s. gd. and g2s. gd. In passing it may be 
mentioned that 100 g. of dried apricot contain about 1.5 g. of potassium. 

There is no doubt that the chlorothiazide group of drugs have made life 
much more tolerable for the patient with congestive cardiac failure. Re- 
stricted fluids, minimal sodium in the diet and innumerable injections of 
mersalyl must have made many sufferers hope that they would soon be 
called to their rest. Nowadays it is realized that a patient can be given not 
only more fluid than formerly, but the salt intake can also be increased, the 
general rule being ‘no added salt’. Furthermore, the new diuretics need 
only be taken intermittently and injections can usually be dispensed with 
altogether. Nevertheless, in urgent left ventricular failure there is still a 
place for intravenous mersalyl given slowly in a well-diluted solution. 

The following points about the chlorothiazide group must be em- 
phasized: 

(1) The action of one day’s treatment may last up to three days and therefore 
intermittent dosage only is necessary (1 g. twice daily two or three times a week). 

(2) The majority cause potassium loss and the hypokalamia enhances the action 
of digoxin, which is often given simultaneously. It is therefore prudent to be on the 
alert for digitalis overdosage. Furthermore, it should be remembered that hypo- 
kalamia, if severe, may be enough to precipitate respiratory failure. The usual dose 
of potassium supplement is 1 g. of the chloride thrice daily. 

(3) They also increase the postural fall in blood pressure produced by ganglion- 
blocking preparations. This is partly due to removal of sodium from the body 
and partly to the mild alkalinizing of the urine, which diminishes the excretion of 
compounds such as mecamylamine. The action of reserpine is also enhanced. 

A drug of an entirely different nature is the anti-aldosterone compound 
spironolactone (‘aldactone’), which antagonizes the action of aldosterone, 
the function of the latter being to cause reabsorption of sodium lower down 
the renal tubule than chlorothiazide. The dose of spironolactone is 100 mg. 
thrice daily, the drug being given in conjunction with some form of chloro- 
thiazide. I have used this combination on only two occasions: once in a 
patient with ascites due to hepatic cirrhosis (in whom it had no effect) and 
once in an adult suffering from a nephrotic type of Bright’s disease in which 
the cedema had been resistant to other forms of treatment. Here slight but 
undramatic improvement resulted. It is worth noting, however, that no un- 
pleasant side-effects were complained of—a most important point since 
with these new and powerful drugs we should increasingly consider whether 
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new symptoms or failure to improve may be the result of the drugs which 


the patient is receiving (Wilson, 1959). 

In spite of our much increased therapeutic armamentarium it must be 
remembered that there remains a small core of patients who defy the whole 
range of diuretics, and if the last enemy is death the second last for these 
unfortunates is continuing massive cedema. Here the use of Southey’s 
tubes, or even straightforward needling, has given great relief, and the 
procedure is a simple one. As might be expected, with the advance of 
science a new syndrome has been described which challenges Southey’s 
method. Thus, Vere and King (1960) report circulatory collapse, nausea, 
thirst, dysuria and various electrolytic disturbances after the use of the 
tubes. Although this may occur rarely, yet risks must be taken in irre- 
versible cases, and it seems probable that the alarming symptoms reported 
were due to the fluid being removed too quickly. If the tapping is spread 
over several days the hazards of Southey are minimal. 


ORAL HYPOGLYCAMIC DRUGS IN DIABETES MELLITUS 
Drugs of the sulphonylurea and diguanidine groups have now been in use 
for several years in the management of diabetes mellitus. Whilst there is 
no doubt that they have a place in the treatment of this condition, in the 
past year the criteria for their use have become more strict as their disad- 
vantages have become more apparent. Although their main indication con- 
tinues to be for middle-aged diabetics who cannot be controlled by diet 
alone and who in the past have required insulin, more toxic effects of the 
drugs have been reported and there is no doubt that the incidence of these 
is much higher than with insulin. Thus tolbutamide (not incidentally a 
sulphonamide), although reasonably safe, is by no means harmless. Rashes, 
undue flushing after taking alcohol, exacerbation of peptic ulceration and, 
very occasionally, aplastic anaemia have all been described. Chlorpropamide 
is certainly an improvement—it has a stronger hypoglycaemic action and 
acts longer—but here, too, there are risks, such as drug rashes, jaundice, 
fever and gastro-intestinal disturbances. 

In the diguanide series, phenformin (N! phenethyldiguanide) is the best 
known, but unpleasant symptoms are fairly common and the therapeutic 
dose is very near the toxic one. Anorexia, nausea, vomiting and diarrhoea 
may be followed by weakness, lethargy and weight loss. Worst of all, ketosis 
tends to occur in the presence of normoglycemia or mild hyperglycemia, 
and at least one death has occurred from acidosis before the administration 
of dextrose and insulin and the withdrawal of phenformin could be effected. 
Clearly therefore the drug needs careful supervision, and its main use is 
for ‘hospital’ cases which are so unstable as to be difficult to manage on 
insulin treatment alone. In such cases a combination of phenformin and a 
much reduced dose of insulin may be the treatment of choice. Although 
the same combination may be effective with the sulphonylureas, one point 
in favour of phenformin is that it does not seem to lose its hypoglycaemic 
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effect with long-continued administration, as occurs in at least 10 per cent. 
of patients given tolbutamide. 

The mode of action of the two types of drug is worth mentioning. Thus, 
the sulphonylureas exert their main effect by stimulating the secretion of 
endogenous insulin and are therefore only of use when the beta cells are 
functioning. On the other hand, phenformin and its near relatives lower the 
blood sugar by increasing the uptake of glucose from the periphery and by 
stimulating anaerobic glycolysis. As a result of the latter effect there is a 
rise in the serum lactate level and this accounts for the ketosis; a useful 
clinical pointer is that the urine of the patients controlled by phenformin 
becomes progressively more acid with the approach of the ketotic state. 

The present status of these oral hypoglyczeraic reagents has been admirably 
summarized as follows :— 

“The proper place of the hypoglycemic sulphonylureas remains uncertain. Mean- 
while their use can be most clearly justified in the case of the elderly diabetic who 
has not had ketosis but needs more than dietary treatment, who may find self- 
administration of insulin difficult or impossible perhaps because of failing vision, 
and whose disease can be controlled by a suitable diet with chlorpropamide or 
tolbutamide. Longe’ experience of the general use of the sulphonylureas will enable 
more valid comparisons with insulin treatment to be made’ (Lancet, 1959). 


Prophylaxis.—Whiat exactly is inherited in diabetes mellitus in young 
people is not known, but there seems little doubt that in some cases a 
recessive gene in double dose is responsible. There are therefore a number 
of offspring of diabetics who are particularly prone to develop the disease. 
It has been suggested that by assessing a combination of data, such as the 
family history and the bearing of heavy children, together with the results 
of glucose tolerance and cortisone-induced glycosuria tests, it might be 
possible to identify pre-diabetes. If this were feasible some have advised 
that those patients ‘at risk’ should be treated indefinitely with an oral hypo- 
glycemic drug. In our present state of knowledge this is not justifiable. 
Thus in any individual case it cannot be said with certainty that diabetes 
will develop, the drugs are not without side-effects (goitre, for example, 
might develop), and the diabetes, if it does occur, may not do so for many 
years. Furthermore, diabetes is certainly not a homogeneous disease, and 
simply lowering the blood sugar may not be the answer to the problem. 
Temporary diabetic states show the long remissions which may occur: I 
have seen a child with both glycosuria and ketosis (after appendicitis) which 
cleared up with little or no treatment and which over the years has shown 
no tendency to relapse. 


LONG-ACTING SULPHONAMIDES 
Much has been written on these preparations, which are simple to give by 
mouth in a single daily dose of 1 g. (2 tablets). Sulphadimethoxine (‘mad- 
ribon’) has been reported on by a family doctor in the treatment of genito- 
urinary infections, gastroenteritis, acute throat infections, and localized 
pyogenic conditions. Of 103 patients investigated, 75 per cent. were cured, 
mostly in between six and eight days. The drug is cheap to give and a 
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single dose helps to enlist the cooperation of the patient. Side-effects, such 
as nausea, vertigo and headache, were somewhat troublesome, occurring in 
16 per cent. of the series, but in only one case, that of a sensitization rash, 
was it necessary to stop the drug (Wheatley, 1960). The drug was particu- 
larly effective in gastroenteritis but less so in the other conditions. Even 
here, however, it sometimes provided a useful alternative to penicillin be- 
cause of the great increase in penicillin-sensitive individuals. On the other 
hand, Newbould and Kilpatrick (1960) point out that the new drugs are 
more extensively bound to plasma protein than are the older sulphonamides 
such as sulphadimidine. Such extensive protein-binding lowers antibacterial 
activity, and highly protein-bound sulphonamides are only slowly acetylated, 
so that, compared with the older drugs, higher total plasma concentrations 
are required. This may increase the liability to toxic effects. The place of 
these new sulphonamides is therefore undecided but the practical experi- 
ence of a family doctor seems to indicate that they are well worth a trial, 
particularly as more and more side-effects are being reported from anti- 
biotics. 
PEANUTS AND H4#MOPHILIA 

Severely affected hemophiliac patients have often observed that the attacks 
of spontaneous bleeding from which they suffer come in cycles. Between 
these periods they may be very well and even withstand minor trauma 
which would cause bleeding if they occurred at a ‘bad’ period. Thus, if a 
patient takes a substance thought to be of use in haemophilia it is difficult 
to assess its efficacy, but it is well worth while investigating anything, par- 
ticularly if it is innocuous. Such a claim has been made for peanut deriva- 
tives taken by mouth (Boudreaux and Frampton, 1960). One of the authors 
is himself a hemophiliac and he has found that the ingestion of peanuts or 
peanut flour has aborted attacks of haemarthrosis and, when taken con- 
tinuously, has prevented their occurrence. The material has been tried on 
three other volunteers, with similar results. Eating peanuts does not affect 
the clotting time of the patient’s blood and it is unknown how it exerts its 
effect. It is hoped that many hemophiliacs will try this form of treatment 
with the cooperation of their doctors and of the Hemophilia Society, as 
thus records can be kept and experiences pooled and assessed. 


PERIPHERAL NEUROPATHY IN RHEUMATOID ARTHRITIS 
To the many hazards of prolonged steroid therapy there has been added 
recently the syndrome of peripheral neuropathy in rheumatoid arthritis, 
probably due to an arteritis of the vasa nervorum. Whilst this is known to 
occur occasionally in patients treated without steroids, it seems certain that 
the condition is much more frequent in patients who are on the new drugs, 
particularly in high dosage. Sensory symptoms predominate initially but 
motor weakness follows later. In Hart and Golding’s series (1960), 42 
patients with the condition were investigated and it was noted that the 
worst cases and all the fatal ones, had, with one exception, been treated 
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with steroids. Thus, though mild cases do occur, rheumatoid neuropathy 
should in general be regarded as a serious complication and one carrying a 
bad prognosis. No form of therapy has so far been found effective. 


I am most grateful to Lord Cohen of Birkenhead for reading the typescript and 
for his helpful suggestions. 
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ADVANCES in surgery are seldom sudden and dramatic and it is only when 
we look back over a period that we see what radical changes have taken 
place. When a new form of treatment is put forward, it is usually greeted 
with a certain amount of scepticism, and rightly so, otherwise we would be 
going off at all kinds of tangents and we might well revert to the empiricism 
of bygone ages. Gradually reports begin to come in from a few centres 
which have taken it up and it is eventually judged on these experiences and 
either adopted and accepted as an advance or allowed to lapse. A further 
factor is the vigour with which its propounder launches it. Equally important 
is whether it arrives at a time when the surgical world is sufficiently en- 
lightened to receive it or whether it arrives at a time when it is over- 
shadowed by other events or other discoveries. The most striking example 
of this is in connexion with the hormonal control of breast cancer. Beatson 
published his report in The Lancet in 1896, recommending that the ovaries 
should be removed, but it received scant notice and it was not until Huggins 
advocated removal of the adrenals in 1952 that interest was renewed in 
this field. It may be argued that the availability of cortisone made adrena- 


lectomy feasible but no replacement therapy was needed after o6phorectomy 
and this useful form of therapy was sadly neglected for over half a century. 


CONTROLLED CLINICAL TRIALS 

A more satisfactory way of assessing the value of new forms of treatment 
is by controlled clinical trials and more use is being made of this method. 
It can be most usefully sponsored by professorial units: either within the 
unit, or within the hospital. When a large-scale trial is considered advisable, 
it may be possible to arrange for it to be done in a group of hospitals. The 
latter method has a further practical advantage from the ethical standpoint. 
One surgeon may be so convinced that a particular form of treatment is 
correct that he may not consider himself justified in carrying out an alter- 
native, whereas a second surgeon may think that the alternative treatment is 
preferable. If these two can be combined, with the standardization of as 
many factors as possible, it may be possible to compare the two forms of 
treatment, although this is not as satisfactory as a random selection or one 
where alternate patients are treated by one individual in different ways. 
As an example of the controlled clinical trial there are centres which are 
treating duodenal ulcer by random selection in the hope of being able to 
assemble a large series of cases and of settling the vexed question as to the 
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relative merits of partial gastrectomy, and of vagotomy with posterior 
gastro-enterostomy or antrectomy. 

A clinical trial may not be controlled and it will then lose some of its 
value. An example of this is seen in carcinoma of the breast where there is 
still doubt as to the relative merits of local amputation with radiotherapy and 
radical amputation with or without radiotherapy. The Edinburgh School 
have carried out a very extensive clinical trial of the former method and 
have published their results, but they have not themselves produced a 
similar series for comparison treated by the second method, and when such a 
series is produced elsewhere there always seems to be some criticism as to 
whether cases included in the various groups are, in fact, comparable. The 
most recent series published in this way comes from the Mayo Clinic but 
it does not seem to be acceptable as a comparison by the protagonists of 
local amputation. 

WOUND INFECTION 

There is continuing interest in wound infection and during the past year 
a pamphlet has been published by the Ministry of Health on ‘Staphylococcal 
Infections in Hospitals’. It draws attention to the ways in which infection 
can occur in the operating theatre and in the wards; to the imperfect 
sterilizers or methods of sterilization which are used in many institutions 
up and down the country; to the dangers of the indiscriminate use of anti- 
biotics which results in the survival of resistant strains of staphylococci, a 
danger which does not occur with the streptococcus which now occupies a 
much less important position surgically than it did in the pre-chemothera- 
peutic and pre-antibiotic days; to the importance of blankets and mat- 
tresses which may only be washed or cleaned at long intervals ; and above all 
to the complacency which has crept into surgical practice and the relaxation 
of that scrupulous attention to the finer points in technique which has 
evolved over the years, in the belief that antibiotic cover allows liberties to 
be taken which would not have been possible in its absence. 

We are advised of the need for the most careful attention to the aseptic 
ritual and told that antibiotics should only be used when infection has 
occurred, or as a prophylactic in very exceptional cases which are known to 
be prone to infection. If possible the organism should be identified and its 
sensitivity determined before antibiotics are prescribed although it is 
realized that this may not always be wise in view of the delay entailed in 
starting treatment. We are also told that the population of resistant strains is 
highest in casualty and accident departments up and down the country as a 
result of the amount of penicillin and other antibiotics which is used there 
of necessity. 

A more recent report from Hammersmith Hospital recommends the use 
of a combination of two antibiotics, as it is found that resistant strains are 
less likely to develop in these circumstances than if either antibiotic had 
been used alone. 
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A further step, which is advised and which has been implemented in many 
hospitals, is the setting up of a small committee or the appointment of one 
member of the staff to take an interest in the problem and to furnish a 
statement at regular intervals to everyone concerned, so that they are 
constantly being reminded that sepsis is not as infrequent as they would 
like to think. 

TREATMENT OF ACUTE ABSCESSES 

A report has been published advocating the opening of superficial abscesses 
under antibiotic cover, evacuation of the pus and primary closure. Shortly 
before operation a large dose of penicillin is given, the abscess is then opened, 
the lining wall is gently curetted or abraded with gauze until it begins to 
bleed so as to break the lining barrier of granulation tissue and allow peni- 
cillin to enter the abscess cavity, and finally the wound is closed obliterating 
the cavity by deep sutures. It is important to make sure that all the loculi of 
an abscess are opened up and dealt with in this way and that sloughs or 
foreign bodies are removed. The method is applied to breast and ischio- 
rectal abscesses amongst others and healing of the wound by first intention is 
expected. Dealing with them in this way is an enormous saving in time for 
the patient, who can be dealt with as an outpatient, and in hospital beds, 
and it seems to be well worth more widespread use. In the occasional case 
which breaks down, such as may occur if the skin has been widely under- 
mined and is not viable, the wound can later be drained or packed in the 
conventional way and the patient is no worse off than if this method had been 
applied from the beginning. 


THORACIC SURGERY 
In this branch of surgery most attention has been directed to the heart 
itself, and the repair of congenital malformations and of valvular conditions 
continues to exercise the minds of surgeons who devote their time to this 
work. Valvular stenosis is being dealt with by methods which are already 
established but the surgery of the incompetencies is less well standardized. 
Sporadic reports of the insertion of plastic prostheses have appeared. The 
difficulties of inserting the prosthesis and of fixing it are not insuperable but 
the desirability of leaving a foreign body in this site and the permanence of 
its fixation must be matters of some doubt. The repair of the septal defects 
is now reasonably standardized and there is general agreement on the 
indications for direct closure by suture or the insertion of a plastic patch. 
There is dissatisfaction with the treatment of Fallot’s tetralogy and, whilst 
it is recognized that the Blalock operation was a major contribution, attempts 
are being made to deal with the defect directly rather than by means of a 
bypass. The problem is a formidable one and the risk is considerable. 
Advances in open heart surgery have been made possible by the various 


heart-lung machines which are in routine use in most centres. It has been 
found that considerable experience and a team which is used to working 
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together are essential if extracorporeal circulation is to be established and 
maintained successfully, and such teams have been trained and are working 
in units doing cardiac surgery. 

Hypothermia by surface or veno-venous methods allows of reduction of 
body temperature to about 30° C. and the heart can be stopped for eight to 
ten minutes. This is sufficient for the closure of many defects but surgeons 
are now demanding longer time than this in some cases so that they can 
carry out the more complicated closures without undue hurry. Further 
cooling results in ventricular fibrillation but it has been found that this does 
not take place if an artificial heart is combined with a heat exchanger. Using 
such a technique the temperature can be dropped to about 15° C. and the 
heart arrested for periods approaching one hour. In experimental animals 
deep hypothermia to 5° C. with suspended animation has been achieved 
but this has not been carried out in the human. 

Advances in this field are the most spectacular happenings of the past 
year or two and it is likely that hypothermia or deep hypothermia will find 
extended uses in operations on other organs such as the liver. Whilst sur- 
geons in cardiac centres can be justly proud of their achievements, these 
methods are costly and complicated and simplification must be the ultimate 
aim. It is not easy to see how this can be attained, when the elaboration, 
which has resulted in the present methods, seems to be necessary in order to 


deal with every aspect of the problem. To mention only one criticism, the 
drain on the blood banks is considerable and there is a limit to the amount 
which they can be expected to supply. If a simpler method is discovered 


it would not only be more economical in personnel and materials but it 
would permit an extension of this field of surgery and a widening of the 
indications for it. 
STOMACH AND DUODENUM 

Controversy continues as to the best method of dealing with a duodenal 
ulcer. Any of the recognized procedures gives excellent results in the 
majority of cases and there is little difference in the operative risks. ‘The 
treatment which should be adopted is that which is satisfactory for the 
largest number of individuals and this should become clearer when the 
controlled trials, to which reference has already been made, are completed 
and can be analysed. The same operation may not be advisable in every 
case and we may be able to decide on age, sex, length of history, acidity, 
secretory cell mass, presence of stenosis, or some other factors or a com- 
bination of them, whether a gastrectomy should be performed and, if so, its 
extent, or whether a vagotomy combined with a gastro-enterostomy, a 
pylorplasty or an antrectomy is more likely to prove satisfactory. Vagotomy 
is gradually gaining ground at the expense of gastrectomy although most 
surgeons are still waiting to be convinced one way or the other. Burge 
continues to advocate his method to show whether a vagotomy is complete 
and, although it is time-consuming, it may prove practical as a training 
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procedure to teach a surgeon that branches are easy to miss and where they 
should be looked for. He has made a useful contribution by drawing atten- 
tion to the pancreatic branch of the nerve and in pleading for its preserva- 
tion on the grounds that it is responsible for the diarrhoea which is always 


quoted as a serious drawback to the operation. 

There has been nothing new in the treatment of carcinoma of the stomach 
and it is felt by most surgeons that it should be treated when practicable by 
partial gastrectomy. It can be put in another way by saying that total 
gastrectomy ‘of necessity’ should be practised but that total gastrectomy 
‘of principle’ has not justified itself. Although the figures are not impressive, 
25 per cent. of patients on whom a partial gastrectomy is carried out, will 


be alive at the end of five years. 


THE COLON AND RECTUM 

In ulcerative colitis there is still no agreement as to the merits of removal of 
the rectum with the performance of a terminal ileostomy, or its retention 
and the restoration of intestinal continuity by an ileo-rectal anastomosis. 
There are cases of segmental or right-sided colitis in which the rectum is 
not involved and can be retained but it is in the ordinary, diffuse form of the 
disease, which is primarily left-sided and in which the rectum is likely to be 
involved sooner or later, that there is this difference of opinion. The pro- 
tagonists of ileo-rectal anastomosis say that the rectum can usually be saved 
and that even if it is involved it will resolve completely in all but a minority 
of cases. They advise one-stage removal if the patient is well but otherwise a 
two-stage resection, the ileo-rectal anastomosis being carried out as a second 
stage three or four weeks later. Those who believe that the rectum should 
be removed state that it does not resolve in anything like the majority of 
cases, that it may be associated with fistula on to the surface or elsewhere 
and that carcinoma is a complication which occurs sufficiently often to 
constitute a risk which must be reckoned with. 

There is general agreement on the effectiveness of steroids and of sulpha- 
salazine in producing remissions in acute attacks or in exacerbations and it is 
in these circumstances that this form of treatment should be employed. The 
chronic case with gross structural damage cannot be controlled by medical 
means, nor can these be relied on to prevent a relapse, so that it is here that 
colectomy or procto-colectomy is indicated. 

In rectal carcinoma there is general agreement about the place of con- 
servative resections. Several large series of cases have been published and 
it is clear from them that the five-year survival rates do not differ much 
between the sphincter-saving operation and the abdomino-perineal resec- 
tion. It must be stressed that the conservative operation is not an excuse for 
an inadequate resection and that it is possible to be just as radical as in the 
combined procedure. There need be no difference in the upper limit of 
the tissue removed, and distally 5 cm. of apparently normal bowel below the 
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growth is sufficient to deal with retrograde spread in the rectal wall or in the 
extramural lymphatics. For practical purposes the operation advised 
should be an anterior resection and it can be carried out when the lower 
edge of the growth is 10 cm. or more from the anal verge. 


DISSEMINATION OF CANCER CELLS 

It is about five years since attention was focused on the frequency with 
which malignant cells could be demonstrated in the blood stream in cases of 
cancer which had all the appearances of being early and operable. Engell, in 
Denmark, carried out an extensive investigation and Warren Cole, in 
the United States, has worked on the problem and written about it on several 
occasions. The high percentage of cases in which the cells were seen was 
more than alarming and might almost cause us to take a fatalistic attitude 
to the disease or at least to its treatment by surgery. Happily the prognosis 
does not seem to be linked to the finding of these cells, as it might appear 
reasonable to expect. Their presence would suggest that they weie being 
disseminated, and would give rise to metastases or that they could remain 
dormant for a time and under favourable circumstances they might become 
active again and give rise to secondary deposits. On this supposition it has 
been recommended that various chemotherapeutic agents should be com- 
bined with radical surgery, a suggestion which must be sound if a reliable 
non-toxic agent can be found, even though the significance of these cells is 
open to some doubt. Some cytologists in this country are becoming sceptical 
as to whether the cells are malignant at all and are inclined to regard them 
as abnormal or immature forms released by the hemopoietic system. 
Whether their doubts are justified or not, we have no knowledge of their 
fate and it may be that the normal defence mechanisms of the body, the 
reticulo-endothelial system or the white cells, are capable of dealing with 
them. 

Drug treatment of malignant disease is still a dream of the future and if 
the demonstration of these free cells in the blood stimulates us to redouble 
our efforts in this direction, it is not really material that the identity of the 
cells should be settled beyond question. 


ENDOCRINE TREATMENT OF CANCER 
Control of tumours by endocrines continues to receive attention, both 
experimentally and therapeutically. Carcinoma of the breast, carcinoma of 
the prostate and melanoma are the tumours which appear to be under 
hormonal control and it is the sex hormones which are involved except 
perhaps in melanoma where it may be the growth hormone. In melanoma 
the remarkable increase in size in pregnancy and the dramatic regression 
which may occur later, suggest hormone dependence but there is no other 
evidence that they can be influenced by this form of treatment and, in fact, 
administration of hormones does not seem to exert any influence on them. 
It may be that the variation in size is related to the general metabolic activity 
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which occurs in pregnancy although other tumours, except perhaps those in 
the breast, do not react to the same degree. 

Carcinomas of the breast and prostate are the tumours which respond to 
this form of therapy, which can be carried out either by surgical ablation or 
by administering the opposite sex hormones to counteract the one which is 
dominant. In the case of the prostate the latter method is used and the 
disappearance of symptoms, the calcification in bony secondaries and the 
long survival which can take place when stilbeestrol is administered, are well 
known. 

In carcinoma of the breast endocrine treatment is widely employed but 
we are in the unfortunate position of being unable to forecast the response 
in any particular case. As a result, few patients are now allowed to die 
from recurrence of the disease without being subjected to some form of 
endocrine surgery. Most surveys have suggested that about half the cases 
are likely to show some response although subjective improvement may 
occur in a higher percentage. A lack of response to androgens does not 
necessarily mean that surgery will be without effect, although the patient 
in whom a temporary improvement occurs is the one in whom a response 
to surgery would seem likely. Recurrences are more favourable in some 
sites than in others, so that the action of the hormones may not be a simple 
one on the tumour cells and the supporting tissues may be more important 
than is generally realized. 

It is now thought that androgens should be given, or the sources of cestro- 
gens should be removed, in patients before the menopause and for about 
five years after it, and that in older patients estrogens may be given a trial 
but that androgens may well be effective particularly if there are bony 
secondaries. There is some doubt as to the relative merits of hypophysectomy 
as opposed to odphorectomy and adrenalectomy. Possibly the former 
operation may produce better results although it carries a higher risk and 
facilities are not available for carrying it out on a large scale. The danger of 
the operation may be overcome by destroying the gland in other ways and 
the implantation of radioactive substances would seem to be a satisfactory 
alternative. 

Although this line of treatment produces responses which may on 
occasion be quite dramatic, the improvement is never more than tem- 
porary. For this reason it should be reserved for inoperable cases and recur- 
rences and it is not to be advised if other forms of treatment, operative or 
radiotherapeutic, are applicable. 


CONCLUSION 
It will be seen from this survey that there have not been any dramatic 
surgical advances in the past year but that it has been a time of steady 
progress during which we have, perhaps, been able to clarify our opinions 
on some problems about which there has not been agreement in the past. 
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THE current year has seen no dramatic advances in obstetrics and gynz- 
cology. Rather has it been a year of consolidation. 


USE AND ABUSE OF ERGOMETRINE 

The whole subject of the use and abuse of ergometrine was admirably 
reviewed in a discussid& organized by the Section of Obstetrics and Gyne- 
cology of the Royal Society of Medicine. As well as confirming previous 
findings of markedly reduced post-partum hemorrhage rate when ergo- 
metrine is given with the anterior shoulder during delivery of the baby, 
Nixon (1959) reported on the use of ergometrine in induction of premature 
labour in cases of intra-uterine death or anencephaly by means of intra- 
venous drip transfusion. Smyth (1959), who had compared its effect with 
‘syntocinon’ in physiological dosage, reported that it had a greater tendency 
to produce spasm and uterine fibrillation with longer duration of action. An 
interesting observation in this investigation was the production of a pressor 
effect by ergometrine in two cases in which there had been slight hyperten- 
sion, which raises the query as to whether a new pressor test for pregnancy 
toxemia has been discovered. It would seem that ergometrine acts by 
increasing the tone of the uterus and by shortening its muscle fibres. From 
tocographic tracings it is obvious that this drug induces a state of uterine 
fibrillation but, on the other hand, ‘syntocinon’ infusion produces a rhythm 
of contraction and relaxation without much alteration in the tone. Kimbell 
supported Nixon’s findings and Walker, as Chairman of the Central Mid- 
wives Board, clearly defined the position of the midwife with regard to the 
use of ergometrine. He stated that the Central Midwives Board placed no 
restriction on midwives regarding the administration of ergometrine 
intramuscularly or intravenously provided that the midwife knows what 
she is doing. 

Chassar Moir (1959), who, with Dudley, isolated the alkaloid ergometrine 
in 1935, stated that ergometrine could be safely given intravenously in 
doses of 0.25 mg. or even, if slowly administered, of 0.5 mg., but he could 
not believe that an intravenous dose as large as 1 mg., which had been 
recommended, was either necessary or free from side-effects such as nausea. 
He described a method of administering ergometrine after the birth of the 
baby. After the expulsion of the baby the uterus will usually be felt to 
impinge on the anterior abdominal wall. As the bladder at this stage is 
also empty it follows that a needle can be safely thrust through the abdominal 
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wall about 2 inches (5 cm.) below the umbilicus, to penetrate deeply into 
the uterine muscle. Ergometrine so injected will take effect in about one 
minute, and the contraction will slowly spread throughout the uterine 
muscles. By this method there is less immediate spasm of the upper uterine 
segment and hence less chance of hour-glass contraction with retention of 
the placenta. The method is contraindicated in the obese woman. Embrey 
(1959), in association with Garrett, reported that by tocographic experiments 
he had confirmed that hyaluronidase undoubtedly speeds the action of 
intramuscular ergometrine, but the gain is such (some 30 per cent.) that, 
whilst useful as a stop-gap procedure, it was questionable if it should be 
adopted routinely. His findings showed that the mean speed of action of 
plain intramuscular ergometrine is seven minutes whilst, even with 
hyaluronidase, injections take five minutes to act. Using ergometrine with 
hyaluronidase therefore falls far short of the efficacy of intravenous 
ergometrine. 
INDUCTION OF LABOUR 

Until such time as an easy method has been determined for estimating the 
degree of placental insufficiency, particularly in cases of pre-eclampsia and 
postmaturity, induction of labour by rupture of the forewaters (plus or 
minus oxytocic drip) appears the method of delivery which is safe for the 
mother and safer for the baby than the hazards of placental insufficiency 
due to pre-eclampsia, hypertension and postmaturity. Theobald (1959) has 
made a comprehensive study of this, and from his results finds that surgical 
induction of labour is associated with a perinatal mortality of the order of 
0.5 per cent. He believes that surgical induction of labour deserves a wider 
use, Other workers are coming forward to support Theobald (e.g. Nixon 
and Smyth, 1959; Lennon, 1957; Tennent and Black, 1954; MacLennan, 
1954; Walker, 1954), whilst a rearguard action is being fought by Wrigley 
(1958), and Bancroft-Livingston and Neill (1957) 


HYPERTENSION IN PREGNANCY 
The incidence of hypertension after pregnancy toxemia has been investi- 
gated by Gibson and Platt (1959). In a series of 446 cases of pre-eclamptic 
toxemia in women whose blood pressure early in pregnancy was normal 
they found that the mean blood pressure approximately four years after the 
toxzmic pregnancy was much higher than the mean pressures which would 
be expected in an unselected population of women of similar age. In women 
who had toxzmic pregnancies superimposed on hypertension the rise of 


blood pressure on re-examination was more than could be accounted for by 
an increase of age of approximately four to five years. Severe hypertension 
is a rare sequel of toxzemic pregnancy in a woman previously normotensive. 


ETIOLOGY OF PRE-ECLAMPSIA 
Byrom and Pratt (1959) have demonstrated intense renal ischemia leading 
to massive cortical necrosis in ovariectomized rats when treated with 
ovarian hormones followed by a large subcutaneous dose of synthetic or 
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natural oxytocin. This observation, they consider, is a logical corollary of the 
demonstration by Lloyd (1958) that oxytocin assumes vasoconstrictor 
properties in the presence of ovarian activity. In a study of the myometrium 
in pregnancies complicated by pre-eclampsia, Hawkins, Nixon and Whyley 
(1958) found that the myometrium gains more water than in a normal 
pregnancy—gains confined to the extracellular phase. The sodium content 
of the myometrial cells is increased in pre-eclampsia, whilst myometrial 
magnesium levels are higher during labour in patients with pre-eclampsia 
than in patients without this condition. They found that prolonged labour is 
associated with a severe loss of water from the myometrial cells in patients 
with pre-eclampsia, a change not seen in uncomplicated cases of prolonged 
labour. In their opinion a generalized abnormality of adrenal cortex secretion 
could not account for the changes observed in pre-eclampsia. Kumar, 
Feltham and Gornall (1959) have estimated aldosterone excretion and tissue 
electrolytes in normal non-pregnant women, in normal pregnant women, 
and in patients with pre-eclampsia. They are of the opinion that in normal 
pregnancy there is usually a high aldosterone excretion with a tendency to 
low intra-cellular sodium, and in pre-eclampsia lower aldosterone values 
with a tendency to high intra-cellular sodium. 


RADIOLOGY IN OBSTETRICS 


All doctors caring for the pregnant woman are aware of the possibility 
of danger to the foetus from irradiation. It is important to try and define 
the degree of danger, and to assess the benefits to the mother of x-ray 


examination. As Douglas (1958) has pointed out in a discussion on routine 
protection in obstetrics and gynzcology, the via media is the way of wisdom. 

The matter was admirably reviewed in a discussion on soft-tissue placento- 
graphy organized by the Section of Obstetrics and Gynecology of the 
Royal Society of Medicine. The position from the radiologist’s point of view 
was well put by Hartley (1959), whose observations were based upon some 
8000 cases seen in his department since February 1949. He went on the 
assumption that the following facts are now agreed upon. (1) That no 
pregnant woman is ever sent nowadays for x-ray examination, unless there 
be a good medical or clinical reason for doing so. (2) That by simple and 
easy modern radiographic technique using the compression band fearlessly, 
the placental site can be shown without difficulty in go to 95 per cent. 
of cases. As he pointed out, we must for the present accept the necessity 
to reduce the ‘population gonad dose’ in every reasonable way. X-ray doses 
to the gonads, however small, have a cumulative effect and in the radiology 
of pregnancy we have to bear in mind that we may not only be irradiating 
the feetal gonads but probably administering a small whole-body dose to the 
foetus. The probability of causing somatic damage to the foetus, even by 
the small doses which are delivered during normal, skilled, examination 
of a pregnant woman, has not been proved. We have, however, to admit the 
possibility, and therefore it behoves us to reduce the dose, both to the mother 
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and to the feetus, from each film which is made. This responsibility we accept. 
Nevertheless it is important that we should realize that, even if we accept the 
highest estimate of the radiation hazard risk to the individual, it is still our 
duty to balance this risk against the clinical risk which may be involved in not 
having the patient x-rayed. To keep the problem in proportion it should be 
realized that even if the risk (which has not yet been proved) should prove 
to be the maximum which has yet been suggested, it would amount to a 
much lesser risk than the population normally accepts, either in staying at 
home because of the fear ot accidents in the street, or in using the public 
thoroughfares for fear of encountering accidents in the home. 

In conclusion, Hartley stated that in St. Mary’s Hospitals in Manchester 
it was firmly believed now that ordinary straightforward radiography has 
proved to be so reliable that aortography, retrograde catheterization, and 
other special methods of diagnostic radiology are unnecessary; and even 
that most of them are positively contraindicated. He would even go further 
and state that in his view anyone not taking steps to avail himself of modern 
facilities for radiological study should consider seriously whether he may 
not be failing in his duty to his patients. His information was that placento- 
graphy, in the view of those obstetricians who have kept records over recent 
years, is now ‘a service to which one’s patients are (morally) entitled’. 

Placentography, however, should be carried out only by a skilled team, 
even if this means referring some cases, whether outpatients or inpatients, 
to another x-ray department at some distance. Many of the cases upon 
which he reported had come by ambulance from distances of up to 10 
miles. So far there had been no incidents and only one out of 1,004 such 
ambulance cases needed to be admitted because of severe bleeding. He did 
not agree that adequate placentography could be carried out using only a 
single lateral view with the patient lying down, as has been claimed. Not 
infrequently, even with four films, carefully planned, really adequate 
opinion was difficult to offer, even in expert hands. 

Lewis (1959) expressed the opinion that, when an obstetrician is con- 
sidering the value of antenatal x-rays, he should compare the risk of 
causing one leukemia in 40,000 births with the present-day perinatal 
mortality rate, which is 1,400 per 40,000 births. It is necessary to save 
the life of only one of 1,400 babies by antenatal x-rays to cancel the possible 
lethal effect of leukaemia caused by such x-rays. A recent survey at Queen 
Charlotte’s Hospital had revealed that, in spite of x-raying a large proportion 
of foetuses, they were not producing a greatly increased number of leukemic 
children. 

His advice was: by all means reflect carefully before ordering an x-ray 
on a pregnant patient but, if the film is going to give information unobtain- 
able by other means, do not hesitate because of the very small risk of 
leukemia or cancer developing later in life. 

Williams (1959) took a much more critical view. He emphasized :— 


(1) That the radiographer is often not content with the one film which is sent 
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up but has used several exposures before a satisfactory film has been obtained. 

(2) That all these radiation exposures are cumulative and that it is surmised that 
if the gonads receive throughout the patient’s life something in the region of ror 
additional to the dose received from cosmic sources, the risk of harmful gene 
mutation is much increased. Even x-raying the chest will, by scatter, convey some 
radiation to the gonads. 

(3) That foetal tissues are more susceptible to radiation than adult tissues. In one 
radiological investigation which used to be popular, about 2r were delivered to the 
gonads of the male child if presenting by the vertex. 


He pointed out that we are all irradiated from cosmic sources and perhaps 
as a result of nuclear explosions. Yet on top of this the young generation 
seems to have no fear of adding large doses of x-irradiation. We should 
all be very hesitant in the use of x-rays, but the usual reaction of the obstetric 
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Tasie I.—Analysis of 200 consecutive first-affected babies (Tovey and Valaes, 1959). 


house-surgeon who has admitted a patient with a slight antepartum hemor- 
rhage is at once to ask for a cystogram and placentograms to be done. His 
own attitude towards a case in which there had been antepartum hemorrhage 
and the foetal head was displaced out of the brim was to treat it conservatively 
and, when the time came, he would carry out examination under an anzs- 
thetic without any fear of causing torrential hemorrhage. Had the case been 
sent for radiological investigation and the radiologist had reported that 
the placenta was partially praevia, he would have retorted: ‘Yes, I could 
have told you that’. And should he have reported that the placenta was not 
previa, his reply would have been ‘I don’t believe you’. 

There is little doubt that the general consensus of opinion amongst 
experienced obstetricians is that x-rays should be reserved for cases in 
which this dangerous investigation will give useful information otherwise 
unobtainable. X-rays should never be used in the diagnosis of pregnancy. 


PREVENTION OF STILLBIRTH IN RH HAMOLYTIC DISEASE 
First-affected babies.—As the result of an investigation covering 200 babies 
born to mothers who had not previously carried an affected child, Tovey and 
Valaes (1959) concluded that 1 in every 3 or 4 Rh-negative mothers carrying 
a first-affected baby has a critically high titre of anti- Rh as determined by the 
indirect antiglobulin technique, and that in such cases there is a risk of 
approximately 1 in 3 or 4 that the pregnancy will end in a dead baby (table I). 
(This critical titre is 1:40.) The opinion is expressed that premature delivery 
should therefore be considered when a mother has anti-Rh for the first 
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time if the antibody titre has reached or exceeded 1:40. This opinion is 
supported by the finding that practically all babies (98 per cent.) born to 
mothers with antibodies at this titre required exchange transfusion, com- 
pared with 71 per cent. when the antibody titre was 1:10 to 1:20, and only 
1§ per cent. when the titre was below 1:10. The maternal titre of antibodi s 
was not used as a criterion for deciding which infants required exchange 
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Tase II.—Analysis of 62 consecutive subsequently affected babies 
(Tovey and Valaes, 1959). 





transfusion. In agreement with generally accepted practice in England the 
values of hemoglobin and serum-bilirubin in the cord blood were the 
factors deciding which infants received an immediate exchange, whilst the 
subsequent development of dangerous levels of hyperbilirubinaemia made an 
exchange necessary in some infants not transfused immediately after birth. 

Subsequently affected babies—During the same investigation 6a babies 


were born to Rh-negative mothers who had previously carried a baby 
affected with hemolytic disease. The outcome of these pregnancies in 
relationship to the maximum titres of the mother’s anti-Rh during the 
antenatal period is analysed in table II. Although the risk of stillbirth when 
the maternal titre of anti-Rh is 1:40 or higher is much the same as when the 
mother is carrying a first affected baby, it is five times greater at the titre of 
1:10 to 1:20. 

An analysis of the maternal titres of anti-Rh in 262 consecutive cases of 
hzmolytic disease of the newborn demonstrated a correlation between the 
risk of stillbirth and the antenatal antibody titre as demonstrated by the 
indirect antiglobulin technique: 25 to 30 per cent. of mothers who had not 
previously carried an affected baby showed a critically high titre of anti-Rh, 
and in such cases the risk that the pregnancy would end in a dead baby was 
approximately 30 per cent. Two out of every 3 stillbirths in these cases 
occurred after the 37th week of the pregnancy, and it is therefore recom- 
mended that first affected babies be delivered twenty-one days before term 
when the mother has a critically high titre of anti-Rh. 

When the mother has already carried an affected baby the antibody titre 
during the pregnancy, considered in conjunction with the severity of 
hzmolytic disease in the previous child, is of value in determining whether, 
and at what time of gestation, premature delivery is indicated. Some severely 
affected babies must be anticipated as the result of early delivery, and special 
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facilities for nursing and transfusion are essential for the successful applica- 
tion of such a policy. 

The method of induction of labour is by rupture of the forewaters unless 
obstetrical reasons are present for Cesarean section (Lennon, 1957). 

Should the patient fail to go into labour within twenty-four hours a ‘syntocinon’ 
drip is set up: 1 unit in 550 ml. of 5 per cent. glucose, at 12 drops per minute. The 
house-surgeon watches the foetal heart for the first half-hour; subsequently, if all is 
well, the drip rate is increased by 12 drops per minute. When the second bottle of 
glucose is put up there are 5 units of ‘syntocinon’ in it, and the rate is increased 
every half-hour by 12 drops from 12 drops until the patient is in labour. 

The mothers with babies affected by hemolytic disease are likely to 
deliver after simple rupture of the forewaters because, apart from the very 
rare exception, they have had babies previously. Consequently, resort to 
‘syntocinon’ drip is not usually necessary. Chloramphenicol is given to the 
mother after the membranes have been ruptured for twenty-four hours. 


MODERN HORMONE THERAPY WITH PROGESTERONE 
About 200 mg. progesterone are formed by the corpus luteum monthly. 
This brings about a secretory transformation of the endometrium which 
provides a nest for the fertilized ovum. It is an essential characteristic of a 
normal menstrual, cycle. If fertilization does not occur there is a fall in 
progesterone production at the end of the cycle, resulting in the onset of 
monthly bleeding. If fertilization does occur progesterone is formed in 
increased quantities in the corpus luteum of pregnancy as well as in the 
growing placenta which later takes over the whole production of the hormone 
in the third month of pregnancy. Approximately 100 to 300 mg. are produced 
daily. Under its influence during pregnancy the motility of the uterus is 
reduced, and without this hormonal protection the pregnancy cannot 
proceed to term. 

New synthetic substances from the non-steroid group of compounds have 
been shown to have powerful progesterone action when administered orally. 
These substances are much more powerful in fact than any previous hor- 
mones. Effective oral progesterones are 7«-methyl-19-nortestosterone 
(methyleestrenolone),17-ethynyl-19-nortestosterone(norethisterone ;‘primo- 
lut N’) and norethisterone acetate. Norethynodrel (‘enavid’) is a little more 
complicated in its effects and, when given to normal women in a dose of 
10 mg. daily from the sth day of the cycle, produces rapid secretory trans- 
formation. By the 8th day of treatment there may be a mid-secretory ap- 
pearance of the glands. With continued treatment late secretory appearances 
of the glands do not occur. If treatment is continued for 30 days or more, 
decidual transformation reaches a mid-pregnancy stage with striking glandu- 
lar atrophy. Methylestrenolone is about 16 times as potent as ethisterone, 
norethisterone 23 times, and norethisterone acetate 65 times, as potent 
(Swyer, 1959). So far as qualitative effects are concerned there is not much 
doubt that at the end of a ten-day course of methylestrenolone, norethis- 
terone, or norethisterone acetate in appropriate dosage, the endometrium 
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presents an appearance strictly comparable with that produced by stimula- 
tion with progesterone. 

In the opinion of Chalmers (1959), who has reported on the clinical use 
of the 19-norsteroids in gynzcology, norethynodrel has become one of the 
principal endocrine therapeutic weapons. It has been of value particularly 
in cases of menorrhagia due to dysfunctional bleeding; even when fibroids 
or other local lesions are present it has been helpful as an adjuvant to 
surgical treatment. Its use in cases of dysmenorrheea is encouraging, and its 
use in infertility and the treatment of threatened recurrent and habitual 
abortion is being studied. Norethisterone is also useful in dysfunctional 
bleeding. It has been found to stop excessive bleeding within forty-eight 
hours and it does not have the same disadvantage of nausea in some cases as 
does norethynodrel. It is usually given in doses of 15 mg. a day by mouth. 
This preparation may also be used in secondary amenorrheea and in cases of 
infertility associated with infantile uterus. Ovulation is suppressed through 
the influence of these norsteroids, and it may be that in time they will 
prove useful in family planning. In endometriosis menstruation can be 
suppressed for months thereby allowing fibrosis to occur, and a suppression 
of the spread of the endometriosis. I have found it useful in the suppression 
of menstruation after conservative surgery in cases of endometriosis. 

Although these new drugs are powerful in their action, there is really 
little information on the effects of long-continued treatment. Their use in 
gynzcology will be interesting but clinical research still goes on to determine 
their rightful place. 
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ADVANCES IN PADIATRICS 
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MepiIcINE and, with it, pediatrics have made such great strides during the 
last twenty years that it is difficult to decide what to include in an article of 
this nature. General observations should stress the emphasis that is being 
placed increasingly on the preservation of health and the prevention of 
disease. Economical considerations have necessitated smaller families, which 
is beneficial to the children who are born, provided this is not carried to the 
degree of only producing one child. Better antenatal care and greater 
facilities in lying-in hospitals have reduced infant mortality. The part played 
by hereditary factors is becoming more commonly known and genetic 
clinics have been created, where parents are able to obtain advice on the 
chance of future conceptions. New diseases have been discovered and old 
ones have almost disappeared, antibiotics have revolutionized treatment and 
steroid therapy has opened up a new field. The bad psychological effect of 
separating a child too long in hospital from his parents has led to the almost 
universal practice of daily visiting, and has to a large extent drained the 
convalescent homes. 
IATROGENIC DISEASES 

Prophylactic and curative treatment is always in danger of being carried 
too far, and several disorders are no doubt the result of excessive therapeutic 
zeal. A good example is a high oxygen concentration in incubators where 
premature infants are being nursed. Retrolental fibroplasia with blindness is 
now known to be directly attributable to this, and with the lowering of the 
oxygen concentration to below 40 per cent., this complication has dis- 
appeared. 

High blood levels of unconjugated bilirubin are well-known hazards in 
premature infants, with resulting kernicterus, spasticity, athetosis and mental 
deficiency as an end result. Erythroblastosis from rhesus incompatability is 
the usual cause, but it is now apparent that overdosage with vitamin K in 
the prevention or treatment of hemorrhagic disease may produce the same 
complication (Crosse et al., 1955; Bound and Telfer, 1956; Meyer and 
Angus, 1956). Reduction of the dose to 1 or 2 mg. and prompt exchange 
transfusion when the serum bilirubin reaches a level above 18 mg. per 100 
ml. have overcome this danger. 

Pink disease is almost a disease of the past since mercury has been removed 
from teething powders. The dose of mercury in such preparations is cer- 
tainly low and well within the limit of tolerance for most infants, so that it is 
now assumed that those who acquire the disease must be hypersensitive to 
this substance. 
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Idiopathic hypercalcemia, with possible nephrocalcinosis and permanent 
renal damage or mental retardation, is a relatively new disease. In this 
country it seems to have coincided with the fortification of dried milk and 
patent cereal foods with vitamin D in a national effort to prevent rickets. 
Here again most infants can take this amount, even with further vitamin D 
supplements, but there may well be some who have an idiosyncracy to this 








Future possibilities 
Age Recommended Alternative ; 
scheme scheme First method | Second method 
Birth BCG lsoniazid-resistant, freeze- 
(infant and contacts when dried BCG 
indicated) 
month P 
months P Oral attenu- 
ated polio virus} 
3 months D.P.T P D.P.T., Polio D.P.T. 
(quadruple) 
months D.P.T D.P.T., Polio D.P.T 
(quadruple) 
5 months D.P.T D.P.T., Polio ar... 
(quadruple) 
months Polio Polio 
months Polio Polio 
months ? Polio ? Polio 
months D.T 
months D.T 
er 12 months Smallpox vaccination Smallpox vaccination 
to 18 months Polio boost Quadruple | tS ay i 
D.P.T. boost boost boost 
5 years D.T tk 
10 years D.T., Smallpox revaccination D.T., Smallpox revaccination 
10 to 15 years BCG (routine) BCG (routine) 














D Diphtheria fluid toxoid ; P Pertussis suspended vaccine; T Tetanus fluid toxoid; 
Polio Salk type killed virus 


Tasie I.—Summary of alternative schemes of immunization. 


vitamin, so that there is excessive absorption of calcium from the alimentary 
tract, producing the disease. The disorder is now seldom encountered since 
the Ministry of Health have directed that the vitamin content of infant 
foods and the amount of supplement should be substantially reduced 
(Central Health Services Council Report, 1957). 

In selecting special pediatric problems in which there has been advance 
in our knowledge and to some extent in treatment, immunization, certain 
inborn errors of metabolism commonly associated with mental involvement, 
hemolytic blood diseases, and a brief reference to sex and chromosome 
studies, and pediatric surgery have been included. 


IMMUNIZATION 
BCG.—There is now no doubt of the value of BCG in preventing serious 
tuberculosis in children and infants, who run the greatest risk from contact 
with the infection. The form of BCG generally in use has the disadvantage 
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of rapidiy losing its potency, so that fresh supplies are constantly needed, 
rendering transport to underdeveloped areas in the world difficult. More- 
over, infants who have been injected require to be kept away from sources 
of infection until they are fully protected and their Mantoux or Heaf test 
has become positive. This may take several weeks. A new freeze-dried BCG 
preparation which is isoniazid resistant has been successfully under trial 
and should shortly become available. The dose of the new preparation can 
be accurately measured, and conversion usually takes about eighteen days, 
during which isoniazid is regularly given. This will give protection against 
tuberculosis, without interfering with the process of BCG immunization. 
The child is thus safe to return home at once, even to tuberculous parents 
(Gaisford, 1960). 

Diphtheria, pertussis, tetanus, poliomyelitis.—Full agreement has not been 
reached as to the wisest combination or the best time to administer vaccine 
or toxoids in an immunization programme against pertussis, diphtheria and 
tetanus. The aim is obviously to provide a good immunity with the least 
risk and the minimum number of injections. Meanwhile, various schedules 
have been recommended (Symposium, 1960) and the present situation has 
been summarized in table I (Butler, 1960). 

In this, the ‘recommended scheme’ is the well-established method in the United 
Kingdom, although there is a slight danger of post-injection paralysis. Tetanus 
toxoid is added because it is harmless, effective, and a boost dose at the time of 
injury can replace A.T.S. with its anaphylactic dangers. 

The disadvantage of the ‘alternative scheme’ is the extra number of injections, 
but there is less risk during a poliomyelitis epidemic. 

With regard to ‘future possibilities’, the first method is the routine method in 
Canada, but its success is not yet proven with experimental United Kingdom 
vaccines. ‘The second method depends upon the safety and efficacy of the oral 
vaccine. It may provide immunity from the age of two months. The problem is still 
under investigation. 

Poliomyelitis immunization must also be included in the scheme, the age 
when this should be begun being clearly influenced by the interference of 
inherited antibody and the infant’s poor response to the type I strain. At 
present a killed virus vaccine (Salk type) is in use in this country, but good 
results from the oral administration of attenuated live polio virus material 
have been reported from several other countries and trials have begun here. 

With the Salk type of poliomyelitis vaccine available in England, antibody 
declines two years after a full course of two or three primary doses and a 
reinforcement dose have been given. A fourth injection is therefore recom- 
mended two years after the reinforcement dose, especially in those likely 
to be exposed to the infection. 

Smallpox.—Vaccination against smallpox is convenient under one year, 
but the lowest encephalopathy and vaccinia rate is between one and four 
years of age. It is therefore wise to delay vaccination until the child is over 
one year of age. 
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Garrod was the first to refer to ‘an inborn error of metabolism’. Since then 
an increasing variety of disorders associated with a metabolic block and 
recessive inheritance has been discovered, with the aid of chromatography, 
notably by Dent and his co-workers (Dent, 1959). Although rare, it is 





Disease 
Phenylketonuria 
(Knox and Hsia, 

1957) 


Galactosemia 
(Holzel et ai., 
1957) 


Wilson’s disease 
(Bearn, 1957) 


Hartnup’s disease 
(Baron et al., 1956) 


Arginino-succinic 
aciduria 

(Allan et al., 1958; 
Dent, 1959) 


Maple syrup 
disease 

(Menkes et ai., 
1954; Westall et 
al., 1957) 


Pyridoxine - 
deficiency disease 
| (Hunt et al., 1954) 





Cystathioninuria 


Conversion failure 


Phenylalanine to 
tyrosine 


Galactose (1- 
phosphate) to 
glucose 


Failure to form 
cerulo-plasmin 
(copper poisoning) 


Tryptophane to 
nicotinamide 


Argino-succinic 
acid to arginine 
and fumaric acid 


Valine, leucine and 
isoleucine to 
smaller molecules 


Failure of pyri- 
doxine to bind 
with protein en- 
zyme: defective 
amino-acid 
metabolite 


Cystothianine to 
cystine 


Clinical picture Treatment 


Depigmentation of hair, | Phenylalanine- 
skin and eyes deficient diet 
Dermatitis } 
Fits, extrapyramidal signs| 
Mental deficiency 


Vomiting | Lactose- and 
Jaundice, cirrhosis | galactose-free 
Lethargy, hypotonia | diet 

Cataract | 

Mental deficiency 


Spasticity Penicillamine ; 
Choreo-athetosis B.A.L 
Liver cirrhosis 


Mental derangement 


Overaction of skin to 
sunlight 

Cerebellar signs 

Mental impairment 





Fits, ataxia 
Wistful expression 
Friable hair 
Systolic murmur 
Mental deficiency 


Valine, leucine 
and isoleucine 
deficient diet 
(under trial) 


Failure to thrive 
Fits 

Mental deficiency 
Early death 


| Pyridoxine in 
large doses 


Fits 
Mental deficiency 


| 
—|— 


Mental deficiency 


| 








TABLE II.—Diseases due to a metabolic block associated with an enzyme deficiency, 


important to recognize these early since, in a number, prompt treatment 
will prevent mental impairment and other pernicious effects. These diseases 
are listed with their main features in table II. An enzyme defect may provoke 
mental disorder either through the accumulation of toxic metabolites in 
grossly abnormal amounts or through the absence of an end-metabolite 
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which is essential for normal development. Further work in this promising 
field is obviously required. 


HZ MATOLOGY 

Advance in this subject has mainly come about through the production of 
radioactive elements and close study of the metabolism of blood cells. 
Research in hemolytic anemia has certainly provided clearer indications for 
correct treatment. For example, introduction into the circulation of red 
corpuscles tagged with radioactive chromium has made it possible to 
discover a decreased survival time and whether abnormal sequestration is 
taking place in the spleen (Harris, McAlister and Prankerd, 1958). Such 
findings would suggest that splenectomy would be the correct procedure, 
which in their absence would probably prove unsuccessful. All cases of 
hzmolytic anemia should also be submitted to a Coombs’ test, for only in 
the event of its proving positive is steroid therapy likely to prove of any 
value. 

Metabolism of red cells has also been studied, and glucose-6-phosphate 
dehydrogenase, or other enzyme deficiencies, have been discovered in 
obscure non-spherocytic. hemolytic anemias (Prankerd, 1959). Other 
metabolic defects also appear to be present in spherocytic anemia, whilst 
in ‘favism’ the red cells, through an enzyme lack, are made vulnerable to 
foreign proteins, vitamin K and certain drugs or chemicals. 

Finally in considering blood diseases, acute leukemia must be men- 
tioned. Here attempts have been made to colonize bone marrow with fresh 
donor supplies given intravenously, after total irradiation to free the region 
of malignant tissue. So far there has been no success. 


CHROMOSOMES 
It would be remiss not to mention in this review the work that is proceeding 
in connexion with the study of chromosomes. Sex determination by micro- 
scopic search for certain chromatin bodies in leucocytes, skin cells and 
buccal mucous membrane scrapings has now proved that the appearance of 
the external genitalia may be deceptive. By this method of determination 
children with Turner’s syndrome, ovarian agenesis and a feminine appear- 
ance have mostly turned out to be males, whereas boys with Klinefelter’s 
syndrome and a weak male habitus are usually found to be female. The 
genetic and endocrine implications of this line of research are obvious. 
Studies along these lines have proceeded further. Using bone-marrow 
cultures and special techniques, an extra chromosome has now been dis- 
covered in mongols and certain other congenital abnormalities. A normal 
complement of 22 pairs of autosomes and two sex chromosomes is essential 
for normal development. Certain deviations from these may ultimately be 
discovered to be regularly associated with well-recognized congenital 
defects. The possibilities open to this new line of research are certainly 
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wide, although at present its practical application in prevention still seems 
very speculative. 
PEDIATRIC SURGERY 

Considerable progress has also been made in several fields of surgery in 
children. The most spectacular advance has undoubtedly been in the 
correction of congenital abnormalities of the heart. Hypothermia has con- 
tributed largely to the success of these operations, giving the surgeon more 
time to carry out his procedures. Some of these, in fact, would not be pos- 
sible without this method, and the heart-lung machine has undoubtedly 
widened the scepe of possible repairs and reconstructions. The problem 
remains of dealing effectively with infants who are in failure from congenital 
lesions, or who have anginal attacks. Surgery is their only chance, but the 
operative mortality is still high. 

Hypothermia is also sometimes employed in brain surgery for vascular 
abnormalities and supra-tentorial tumours, as thereby the cerebral volume 
becomes smaller, and manipulation easier and safer when dealing with the 
lesion. Intravenous urea is also sometimes used for the same reason. Main- 
tenance of low temperature postoperatively also helps to prevent reactive 
cedema. 

The relief of hydrocephalus by creating a new drainage route has long 
taxed the ingenuity of the neurosurgeon and various operations have been 
devised. None in the past has been very successful. The free end of the 
tubing was apt to become blocked if connexion with the peritoneal cavity 
was made. Unilateral nephrectomy, using the ureter for drainage of the 
cerebrospinal fluid, has the danger of ascending infection, and the con- 
tinuous loss of sodium may cause serious electrolyte disturbance. The latest 
method makes use of a valve, such as the one constructed by Spitz and 
Holter, which allows cerebrospinal fluid to drain into the superior vena 
cava from the lateral ventricle through silicone tubing placed in the internal 
jugular vein, and yet prevents blood from flowing back in the opposite 
direction. This operation is more promising, but there are possible complica- 
tions, such as thrombosis in the internal jugular vein, endocarditis and 
septicemia from local infection. Moreover, the method has not been 
employed long enough to know what will happen when the child grows, and 
the tubing may, in fact, later have to be lengthened. 

Tracheo-cesophageal fistula can now be repaired, but the operation must 
be carried out during the first few days of life. Esophageal atresia is the usual 
associated malformation. Sometimes it is possible to resect the blind ends of 
the esophagus and anastomose them together, but when the gap is too wide 
a reconstruction operation will be necessary, using a section of large intes- 
tine. Before proceeding to this manceuvre it is essential to create an ceso- 
phagostomy in the upper end to allow drainage of saliva, and to feed the 
infant through a gastrostomy until he has reached the age of one year. 
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CONCLUSION 
This short review only covers a few of the outstanding advances. There 
have been many others, particularly in acute abdominal surgery in infants. 
Here a clearer understanding of fluid balance and the correction of electrolyte 
disturbances have made the outlook much better. Modern methods of 
anzsthesia have also contributed largely to the success of all these hazardous 


undertakings. 
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ADVANCES IN THE TREATMENT OF 
SKIN DISEASES 


By I. B. SNEDDON, M.B., F.R.C.P. 
Physician, Rupert Hallam Department of Dermatology, Royal Infirmary, Sheffield 


Tue face of dermatology has changed in recent years. Bacterial infections 
can be easily eradicated and are seen in decreasing numbers, the difficult 
and sometimes fatal bullous eruptions can be controlled and the acute 
eczematous reactions miraculously suppressed almost overnight. Yet it 
behoves us to keep our feet on the ground. Not all the new preparations are 
advances, many are taking us back to the old days of polypharmacy and 
others are merely variations on an old theme. 

Despite the traditional witticisms that skin patients were never cured 
the majority did recover even in pre-steroid times. Now under the relentless 
pressure of propaganda from drug firms and demands from patients there 
is a great temptation to use expensive and possibly harmful remedies 
when their use is unnecessary. Particularly undesirable is the growing 
tendency to use systemic steroids, often in inadequate dosage, for condi- 
tions which could be more safely and effectively treated with calamine 
lotion. Even though discomfort can be quickly allayed by topical steroids it is 
still vitally important to discover and remove the cause of a contact derma- 
titis. It is also important to be aware of the side-effects of the agents. 


ECZEMATOUS ERUPTIONS 

In the treatment of eczematous eruptions, it cannot be stressed too often 
that contact dermatitis must be excluded; purely suppressive treatment is 
bound to fail if the causal allergen is not discovered. A knowledge of the 
new substances capable of sensitizing those who handle them is necessary 
and even the frequency of reactions to older hazards alters. For example, 
the incidence of dermatitis from shoes is rising and so often this is mis- 
diagnosed as a fungus infection. Fisher (1959) has shown that the anti- 
oxidants and accelerators in rubber are the commonest cause of dermatitis 
in shoes, and Wilson (1960) has given a timely reminder that rubber gloves 
worn by the housewife are an important cause of dermatitis of the hands, 
which may easily be overlooked. 

An accurate diagnosis may require confirmation by patch testing. This is 
a simple procedure which entails the application for forty-eight hours of a 
small amount of the suspected material on the uninflamed skin, usually 
the back or arm. The interpretation of the results, however, requires 
experience since some substances are primary irritants and will cause a 
reaction in everyone. Some sensitizers, neomycin for instance, will not give 
a positive patch test but require injection intradermally to elicit a reaction 
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but these exceptions are rare and should not discourage those who attempt 
this investigation. 

There have been no changes in the principles of topical treatment of 
eczematous eruptions in the last year but the combinations of cortico- 
steroids with antibiotics and antibacterial agents are now so numerous that 
the choice is bewildering. As in all forms of skin treatment, it is better to 
learn the limitations of one or two preparations than to flit from one to 
another. Hydrocortisone, 1 per cent., or prednisolone, 0.25 per cent., in 
a greasy ointment base gives much the same results and in the majority of 
eczematous eruptions an antibiotic is unnecessary. If the eruption does not 
respond rapidly it is probable that the base of the ointment is not tolerated 
and a non-greasy preparation or lotion should be substituted. A combina- 
tion of corticosteroid and antibiotic is necessary when there is heavy 
secondary infection and in special sites such as the external auditory meatus. 

A particularly useful preparation in the treatment of pruritus ani and 
vulve is dequalinium-prednisolone ointment. Dequalinium chloride 
(‘dequadin’) has an antibacterial action and also controls monilia infection 
which may so easily arise in these sites. Some recently introduced prepara- 
tions, such as cinchocaine steroid and sulphonamide steroid ointments, arc 
dermatitis-producing and should not be used. The wider use of 0.1 per 
cent. triamcinolone acetonide ointment has confirmed earlier work that it is 
more effective than hydrocortisone, 1 per cent. ointment. In a recent double- 
blind paired comparison (Vickers and Tighe, 1960) on eczematous lesions, 
triamcinolone was more effective in 96 per cent. and less effective in 3 per 
cent. It is still more expensive than hydrocortisone but can be tried in those 
cases which do not respond well to hydrocortisone. 

Topical steroids are being widely advertised in the form of a spray. In 
this form they are no more effective but considerably more expensive. 
There is, perhaps, some justification for their use in a skin clinic where the 
operator can be trained to be economical, but if given to the patient this 
method is extravagant. Before leaving the subject of topical steroids a point 
to be remembered is that even with topical applications it is wiser to with- 
draw the steroid gradually in order to lessen the risk of a relapse. This can 
easily be done by increasing the time between applications to once daily, 
then every other day, then twice weekly. 

Topical steroids are not so effective in the more chronic eczematous 
lesions with lichenification of the skin, or for hands and feet where the 
thickness of the skin prevents penetration. Here there is a place for the 
occlusive tar bandages in general use for the treatment of varicose eczema. 
Their wider application is not so well known. The bandages (at present 
only proprietary preparations are available) can be applied to fingers, 
hands and limbs and left in position for a week. In my opinion they 
have proved a great advance in the management of infantile eczema. The 
baby’s limbs can be covered with several layers of one of these bandages 
which are kept in position with seamless tubular gauze bandages. They 
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possess the advantages of preventing damage by scratching and they relieve 
the anxious mother of the necessity for daily dressings. As the infant’s skin 
condition improves the bandages can be applied at night only and removed 
during the day and the same piece of bandage can be reapplied for several 
nights, thus making the treatment economical. Another use for the occlusive 
bandages is in the treatment of eczema of the hands. Often a patient can be 
allowed to continue working with the hands covered with a tar paste bandage. 
They also ensure that the housewife who is notoriously prone to be forgetful 
about treatment does not omit to wear plastic gloves when washing up. 

Finally, in the treatment of lichen simplex, where habit scratching perpe- 

tuates the disorder, skin damage is reduced and the habit may be broken. 

Occasionally the skin of patients who are tar sensitive will be aggravated but 
similar ichthyol bandages may be tolerated. Another minor disadvantage is 
that the tar may make the treated skin sensitive to sunlight and patients 
should be warned not to sunbathe immediately after the bandages have 
been removed. 

SYSTEMIC STEROIDS IN THE TREATMENT OF ECZEMA 
Systemic steroids will suppress the irritation and skin lesions in the majority 
of cases of constitutional eczema associated with asthma and hay fever but 
this improvement is likely to be only temporary. Lamont (1960) reported 
that 14 out of 17 patients with atopic eczema whose irritation was con- 
trolled by corticosteroids had relapsed within ten months and this confirms 
the findings of others. There are some severe cases whose lives are made a 
misery and who are unable to work or lead a normal life in whom it may be 
justifiable to give suppressive steroids for a number of years. The selection 
of which patients to treat in this way is a difficult decision since the pos- 
sibility of severe or fatal complications of the steroid treatment has to be 
weighed against the continued misery of the patient if treatment is not given. 

Recently I reported the result of the treatment of 26 patients suffering 
from disabling atopic eczema whose symptoms had been controlled by 
systemic steroids for periods of up to 4} years (Sneddon, 1960). Control of the 
disease was good in 19, fair in five and poor in two. The final maintenance 
dose was 10 to 15 mg. of prednisolone daily. Dexamethasone was found 
to have no advantage over prednisolone. Gain in weight and moon face was 
seen in nearly every case but no severe side-effects had been seen when the 
report was published. Since then one case has been admitted to hospital in 
adrenal failure precipitated by an intercurrent infection and the cessation of 
the steroids. Fortunately he recovered. This treatment should not be 
embarked on lightly and probably the greatest risk is that of intercurrent 
infection, trauma or surgery without increasing the dose of steroids. All 
patients on such treatment should carry a warning card to show to any 
doctor who may be called to treat them. 

New dangers of steroid therapy continue to be reported and the latest is 
raised intracranial pressure which may simulate a cerebral tumour 
(Valentine, 1959, Laurance et al., 1960). 
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PSORIASIS 

Assessment of the success of treatment of psoriasis is notoriously difficult. 
Not only does the disease itself clear and relapse spontaneously but, as in so 
many chronic diseases, a new form of treatment is of benefit at first but the 
early good results cannot be reproduced a second time. Even admission to 
hospital alone may cause clearing of the eruption. Any claims for success in 
the treatment of psoriasis must therefore be viewed with a particularly 
critical eye. Systemic triamcinolone was heralded two years ago as a great 
advance in the treatment of psoriasis but, although it remains true that it 
has more effect on psoriasis than any other steroid, it has not fulfilled its 
early promise. Many cases of psoriasis are controlled at first but the disease 
relapses while the patient remains on steroids, and a dangerous level of 
dosage may be reached without full control of the psoriasis. If the triam- 
cinolone is stopped, a severe rebound outbreak of the psoriasis is likely to 
follow. As Champion (1959) has reported, such rebound attacks may take 
the form of a widespread pustular eruption accompanied by high fever. It 
would seem therefore that it should not be used for simple chronic psoriasis. 

Exfoliative or erythrodermic psoriasis will respond well to systemic 
steroids of all types. As triamcinolone causes the side-effects of post-prandial 
flushing, hirsuties, weight loss and myopathy, in addition to the more usual 
peptic ulceration and hemorrhage, it would seem safer to use prednisolone 
for the treatment of erythrodermic psoriasis. Triamcinolone ointment has 
little effect on psoriasis except temporary benefit in lesions of the natal 
cleft and groins where on the moist skin it can penetrate more easily. 

The folic acid antagonist, aminopterin, has been used in the United 
States for several years and the most recent report by Rees and Bennett 
(1959) states that 57 per cent. of patients obtained 75 to 100 per cent. 
clearing of lesions and another 25 per cent. had 50 to 75 per cent. improve- 
ment. Patients having an excellent response had a higher percentage of toxic 
reaction and it is believed that the benefit is a result of the toxic effects. 
There is no place yet for aminopterin in the treatment of psoriasis in general 
practice as it is far too dangerous and any improvement is only temporary. 
The addition of allantoin to tar as a local application has been advocated but 
a double-blind study by Herdenstam (195g) showed no significant difference 
between the allantoin preparation and the corresponding preparation with- 
out allantoin. These results are in agreement with those which I have 
obtained and there is no sound basis for the use of this expensive remedy. 

In a carefully conducted trial of Grenz-ray treatment of psoriasis, Frain- 
Bell and Bettley (1959) found that only 18 per cent. of cases showed an 
improvement on the irradiated areas as compared with control sites at the 
end of a follow-up period of twelve weeks. They consider that Grenz- 
ray therapy has a temporary but limited value. At the present time the most 
effective treatment of psoriasis is still the intensive use of ultra-violet light 
and local applications of tar or dithranol. In certain parts of the country 
this is obtainable as outpatient treatment and until a more effective treatment 
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is available more clinics able to give this service should be instituted. 


ACNE VULGARIS 

A great deal of improvement can be obtained by simple methods. Ade- 
quate daily cleansing of the skin by detergents, such as cetrimide solution 
B.N.F. followed by the nightly application of sulphurated potash and zinc 
lotion B.N.F. or, in more severe cases, Lassar’s paste containing 3 to 6 per 
cent. sulphur and resorcin is all that may be necessary in the moderately 
severe case. In the overanxious who damage the skin by picking and scratch- 
ing, sedation with phenobarbitone, } grain (15 mg.), or amylobarbitone, 
} grain (50 mg.), daily is of value and may help even simple acne. 

Perhaps the most important advance in the management of acne vulgaris 
in recent years has been the use of small and intermittent doses of the 
broad-spectrum antibiotics. The mechanism of how they work is not 
understood since it is difficult to believe that it is entirely antibacterial. 
Many apparently uninfected cases with comedones and papules are im- 
proved. Tetracycline, in a dose of 250 mg. twice daily, for seven days fol- 
lowed by a week’s rest and a repeat treatment gives excellent results. Such 
dosage does not give rise to side-effects and, if given even one week in four, 
in girls preferably in the week before menstruation, improvement can be 
maintained until natural cure occurs. Such treatment is expensive but in 
my opinion is justifiable for the otherwise incurable case. This treatment 
has reduced considerably the need for hormone treatment, the efficacy of 
which is still debatable. 

The conception that progesterone was responsible for acne in female 
patients was criticised by Jarrett (1959) who found no evidence that pro- 
gesterone altered the activity of sebaceous glands or that it was of benefit 
in the treatment of acne. Similar negative findings were made in blind trials 
of serum gonadotrophin by Pettit (1959) and Hargreaves (1959). This 
contradicts earlier statements based on uncontrolled trials which claimed a 
60 per cent. success rate. One of the fears of hormone therapy with estrogens 
in males has been permanent testicular damage with consequent sterility, 
but Mullins and his colleagues (1960) have shown no variation in sperm 
counts on males receiving cestrogens for three months and conclude that the 
treatment is safe. 

LIGHT ERUPTIONS 
Eruptions due to sunlight have become more common in recent years. 
Whether this is due to more cases being recognized or to the wider use of 
drugs which sensitize the skin to light, or because there has been more 
sunlight is not clear. Actinic light eruptions often occur after a particularly 
severe sunburn. Thereafter an eruption occurs on the exposed surfaces ot 
the skin in early spring and persists until the autumn. The latest additions 
to the drugs which are capable of producing photosensitivity of the skin are 
chlorothiazide and hydrochlorothiazide. Norins (1959) described a petechial 
eruption on the exposed areas of the body of a patient who had been taking 
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chlorothiazide for only two weeks. Harber and his colleagues (1959) re- 
ported three patients, two of whom developed an eruption indistinguish- 
able macroscopically and microscopically from lichen planus. The rash 
faded rapidly when the drug was stopped and it could be reproduced when 
hydrochlorothiazide was given again and the skin exposed to sunlight. In 
view of the wide use of these drugs these eruptions must be watched for. 
The antimalarial drugs, chloroquine and hydrochloroquine, suppress the 
eruption in some though not all light-sensitive individuals. Hobbs and 
Calnan (1959) have pointed out that vision may be affected in patients on 
these drugs in two ways. In one type there is a transient edema of the 
cornea which gives rise to acute severe blurring of vision. In the other an 
opaque substance, the nature of which is unknown, is deposited in the 
superficial layers of the cornea and can be seen with the slit lamp. This 
change is reversible if the drug is stopped though the changes have been 
observed two years after cessation of treatment. A more serious and per- 
manent damage to the retina has also been described by Hobbs and his 
colleagues (1959). Another rare complication is the onset of porphyria in a 
patient on chloroquine (Marsden, 1959). These disadvantages are not as 
yet such that the antimalarials should not be used but dosage should be 
kept as low as possible. 
FUNGUS INFECTIONS 

It is just two years since Gentles (1958) showed that guinea-pigs experi- 
mentally infected with Microsporum canis and Trichophyton mentagrophytes 
could be cured by griseofulvin. The results of treatment of fungus infection 
in man have been the subject of symposia in Miami in 1959 and London in 
1960 and an interim assessment of its value can now be made. 

It is the treatment of choice in ringworm of the scalp and the hazardous 
treatment by x-ray epiiation can be relegated to the scrap heap. Treatment 
is successful whatever the infecting organism. Meara (1960) recommends a 
daily dose of 0.25 gramme for young children and 0.375 gramme in older 
children. The standard dose for adults is 1 gramme daily. Treatment should 
be continued for four weeks and in order to prevent reinfection the infected 
hairs should be removed either manually or by clipping and shaving, after 
three weeks’ treatment with griseofulvin. A daily application of an antifungal 
preparation is not a necessity but is of value in preventing the spread of 
infection to other parts of the scalp or to other children. 

Even more remarkable is the success of griseofulvin in the treatment of 
favus, an infection which is uncommon in this country but which is endemic 
in the Middle East. Pettit (1960) reported that he had cured 75 out of 107 
patients with favus attending a skin clinic in Azerbaijan and that the failures 
were due to social reasons. 

Fungus infection of the nails, the common infecting organism being 
Trichopyton rubrum, will also respond to griseofulvin although the degree of 
success varies with the rate of growth of the nail, finger-nails responding 
better than toe-nails. Before starting treatment, which may last a year, it is 
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important to confirm the diagnosis by at least the finding of fungus mycelium 
in nail scrapings and preferably culture of the organism. Psoriasis of the 
nails can simulate a fungus infection and to treat such cases is wasteful and 
ineffective. The majority of hospital laboratories will carry out the simple 
diagnostic procedure of microscopy of nail fragments though few are 
equipped for full mycological culture studies. Oral treatment of 1 gramme 
daily for six months for finger-nails is usually successful but the cure rate 
for toe-nails, even after a year, is only 25 to 30 per cent. The infection in 
big toe-nails, after apparent improvement, may extend while the patient 
remains on griseofulvin. For this reason treatment may be shortened by 
avulsion of nails but, before advocating this, it would be desirable to know 
how many patients successfully treated by griseofulvin will become re- 
infected. Only further study will give the answer. 

Williams (1960) has pointed out that in the majority of patients griseo- 
fulvin fails to eradicate infection from the interdigital clefts of the feet even 
though it may be successful on other parts of the body. Griseofulvin 
therefore is not the answer for chronic interdigital fungus infection in 
which local fungicides still have their place, nor is it necessary for the 
everyday acute localized foot infections which clear readily with traditional 
remedies. 

Cattle ringworm, which can produce extensive persistent and dis- 
figuring lesions on the face and scalp, also responds to griseofulvin. 

No serious side-effects have been reported although patients may com- 
plain of headaches, particularly in the first weeks of treatment. Urticaria 
and other rashes may occur and the incidence of these may well rise with 
repeated courses of treatment. 
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ADVANCES IN THE TREATMENT OF 
RESPIRATORY DISORDERS 


By KENNETH M. A. PERRY, M.D., F.R.C.P. 
Physician, The London Hospital and Royal Masonic Hospital 


Tue discovery and development of antibiotics in the past decade has to 
some extent changed the problems of treatment from the infectious diseases 
to the degenerative ones. In the case of the respiratory system the treatment 
of pneumonia by penicillin and the tetracyclines is well established, and the 
discovery of isoniazid and streptomycin has reduced the mortality from 
tuberculosis from 18,000 to 4000 in the ten years. In the past the infective 
diseases have been the causes of death in young and middle age, so their 
mastery has resulted in more people living to an age when they can develop 
the degenerative diseases of old age. 

In Britain, chronic bronchitis is the most important of these and by the 
obstruction which it causes, air is trapped in the alveoli and chronic obstruc- 
tive emphysema results. This trapping dilates the alveoli and their walls 
stretch causing a pathological dead space to be produced in the respiratory 
tract, with a resultant rise in carbon dioxide in the alveoli and hence the 
blood stream. Thus, whilst there is no interference with the gaseous ex- 
change across the alveolar capillary membrane, the mechanics of pulmonary 
function are interfered with and a grave disability results. Finally, the 
stretching of the alveolar walls obliterates the capillaries and reduces the 
pulmonary vascular field and causes cor pulmonale and right heart failure. 
This condition must be differentiated from chronic interstitial pneumonia, 
a much more ill-defined condition, in which, from various causes, fibrosis 
occurs in the interstitial tissues and in which the mechanical function of 
the lung may be unimpaired, yet the gaseous exchange across the alveolar 
capillary membrane is markedly interfered with, resulting in severe res- 
piratory disability. Since the mechanism of production of disability in these 
two diseases is so different the approach to treatment will also be different. 


CHRONIC BRONCHITIS 
The etiology of chronic bronchitis is varied, but there seems little doubt 
that the irritation resulting from atmospheric pollution by gases, dirt, and 
tobacco fume plays perhaps an even greater part than catarrhal infection. 
This is amply shown by the fact that the mortality is so much higher in 
urban districts than in rural areas, being 1,266 per million on Merseyside, 
compared with 512 per million in Hampshire. The prevention of this 
disease is therefore a challenge to the community—one which has been 
accepted to the extent of introducing legislation to enforce smokeless zones 
in cities. This prohibits the extrusion of black visible smoke but does 
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nothing to stop the colourless gases, such as sulphur dioxide and sulphur 
trioxide, being discharged into the atmosphere. This is largely due to ex- 
pense. Nevertheless, it seems essential that, as two centuries ago our 
drainage system was developed as a safe method for the disposal of dangerous 
and infected liquids, so it should not be beyond the wit of man, to devise a 
safe method for the disposal of dangerous and corrosive gases. 

The damp cold climate of these Islands is also accused of being the cause 
of this disease—but this is not as proven as atmospheric pollution, since the 
damp low-lying areas, such as Merseyside and the Thames Valley, tend to 
be the most heavily industrialized. The irritant gases in the water-laden 
atmosphere go into solution and produce corrosive acids—a phenomenon 
which caused the high death rate from bronchitis in the London fog starting 
on December 5, 1952. As might be expected, the biggest proportion of 
those deaths were among the elderly: 17 occurred under the age of 45, 
193 between 45 and 64 and 494 over the age of 65. 

The addiction to smoking tobacco is one of the most striking and interest- 
ing patterns of social behaviour of the present century; the fact that it has 
been shown to be deeply involved in the etiology of carcinoma of the lung, 
peptic ulcer, coronary thrombosis and Buerger’s disease besides chronic 
bronchitis, in no way deters the medical student of today from acquiring 
the habit. The evidence of the relationship between chronic bronchitis and 
smoking has been shown in doctors and Post Office workers. Among male 
doctors over the age of 35 years, the rate of mortality from bronchitis rose 
steadily from a figure of 0.12 per 1000 among non-smokers to 0.72 among 
heavy smokers, and in Post Office workers it was found that 16 per cent. 
of smokers have the disease compared with 9.5 per cent. of non-smokers. 

There is no doubt, however, that infection plays an important part in the 
etiology. In the winter months, when catarrhal respiratory infections are so 
common, the crowding in the tube trains in London and in other forms of 
public transport in this and other large industrial cities makes it more 
remarkable that some people escape the infections than that they reach 
epidemic proportions. 

The part played by pollens and other vegetable and animal dusts in the 
causation of this disease needs consideration. Hay fever is a fairly common 
disease in June, but the part it plays in the causation of chronic disease 


is slight. 


PREVENTION AND TREATMENT OF CHRONIC BRONCHITIS 
Clearly much could be done to prevent this disease. Indeed, steps have 
already been taken in the legislation to promote smokeless zones and by the 
propaganda about the dangers of smoking. In the latter case more could 
be done by impressing upon the younger generations the dangers which are 
inherent in this addiction, and in educating mothers that they should not 
teach their children to acquire the habit. It is to be hoped that an economic 
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method will be found for removing sulphur dioxide and trioxide from the 
fume extruded by power stations and gas works; already dieselization and 
electrification are reducing the smoke produced by the railways. 

The symptoms of chronic bronchitis are produced by tenacious sputum 
adherent to the bronchial wall. ‘This causes obstruction and promotes 
wheezing as a result of the obstruction and cough in order to expel the 
mucus. The use of the words, bronchospasm and asthma, as synonyms for 
wheeze should not be permitted in our medical vocabulary. There is no 
evidence that in this disease the bronchi or bronchioles go into spasm, and, 
even if they do, this spasm probably does not play a major part in the 
symptoms or physical signs of the disease. On the other hand, when these 
patients die in acute exacerbations of their disease, sections of their lungs 
will always show the bronchi to be completely obstructed by homogeneous 
eosinophilic-staining material. An understanding of this etiology is essential 
to treatment, which should be directed towards expelling the mucus and 
not by the use of belladonna, aid its derivatives, for the relief of spasm. 
The essential character of the mucus is its tenacity and if it can be made 
less viscid it can the more readily be coughed out. Patients always say that 
if they can get rid of it they feel better. This is achieved by the giving of 
mixtures containing iodides, and by the inhalation of steam or of deter- 
gents such as ‘alevaire’. 

Chronic bronchitis is exacerbated by respiratory infections and clearly 
antibiotics should be used for the purpose of eradicating these infections. 
H. influenza is the secondary invader which appears to cause most trouble, 
and for this reason chloramphenicol is the most valuable antibiotic: in a 
dose of 500 mg. four times a day for five days. 

Suggestions have been made that long-term treatment with antibiotics 
should be carried out during the winter months in order to prevent infec- 
tion. It has been recommended, for instance, that patients should take 
tetracycline in dosages varying from 250 mg. daily to 250 mg. six-hourly 
throughout these months. This treatment is greatly to be deplored from 
the point of view of both the individual and the community. In all long-term 
chemotherapy resistance of the bacteria is the first consideration, and if one 
antibiotic is given it is inevitable that organisms will become resistant to it. 
If therefore a patient is treated by a drug in this way it is certain that sooner 
or later he will get an infection with a bacteria, fungus or virus that is 
resistant to the drug, and he will therefore be in a much worse plight than 
if it were available for his treatment. For the community it is most unde- 
sirable that a reservoir of chronic bronchitics harbouring resistant organisms 
should arise. Clearly, the Asian influenza epidemic of 1958 illustrated the 
dangers of resistant staphylococci as secondary invaders. It is certain that 
there will be another pandemic of influenza and, should it prove to be of 
a virulent variety, the danger of such a reservoir of chronic bronchitic 
patients would indeed be great. 
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CHRONIC OBSTRUCTIVE EMPHYSEMA 
This is a disease of men over 40; indeed, it rarely occurs under that age 
except in ‘asthmatic’ patients. In those over 40 there is always clear evidence 
of chronic bronchitis or persistent coughing from pulmonary tuberculosis, 
bronchiectasis, or from work in dusty occupations. There seems also to be 
a hereditary factor, since some families appear to be more susceptible to the 
disease than others. 

There are many theories as to the cause of emphysema, but it seems 
probable that there are three main factors at work. In the first place, as a 
result of obstruction to expiration, the lung is over-inflated. Secondly, as 
a result of the stress and strain of coughing or asthma, there is an over- 
stretching and degeneration of the elastic tissue, and, thirdly, there is a 
lowering of the resistance of the lung to wear and tear, which varies from 
person to person. It is probable that as a result of repeated catarrhal infec- 
tions in childhood the cilia of the bronchial tree are lost, and a protective 
mechanism for removing noxious substances from the bronchi is developed 
in the form of chronic bronchitis in which there is an over-secretion of 
mucus which engulfs the foreign material and stimulates cough. The mucus 
is sticky and obstructs the bronchi, which physiologically dilate to admit air 
in inspiration and contract during expiration. The outlet of air is thus ob- 
structed and, as a result, air accumulates in the alveoli with subsequent 
distension and rupture of their walls. This, however, is not the whole story, 
since the over-distension in emphysema is not generalized but is patchy. 

Chronic bronchitis, however, also results in a chronic, unproductive 
cough, and with this there is increased stress and strain on the walls of the 
alveoli. During coughing there is a short inspiratory effort which does not 
fill the chest to capacity; the glottis is then closed and the lungs are forcibly 
compressed by all the muscles of expiration, so that the pressure of air in 
the alveoli may rise to over 50 mm. of mercury. The glottis is then opened 
and the strain on the ribs, the pressure on the pleura, and the pressure in 
the alveoli are suddenly released. In the case of the alveoli there must be 
a wave of pressure change passing from the bronchi out to the periphery 
of the lung. This building up of pressure followed by sudden release must 
mean increased stress and strain on the structures involved, especially the 
alveolar walls, and it probably plays a great part in the loss of elasticity 
and degenerative changes observed in them. 

There is no evidence to support the theory which has been passed from 
textbook to textbook that overdistension of the lungs in such occupations 
as glass-blowing and playing of wind instruments plays any part in the 
etiology of emphysema. Nor is there any evidence that under-nutrition is 
a cause. The alveolar mucous film requires further investigation as at present 
little is known about it; and the difference in function between the cortical 
and medullary part of the lung requires investigation. 

The shortness of breath which is the early symptom of emphysema is 
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the result of failure of the lungs to ventilate the blood, thus allowing carbon- 
dioxide retention as well as failure to oxygenate the blood. The second 
evident loss of function in this disease is loss of elasticity, and this can be 
demonstrated by measuring the intrapleural pressure on a pneumothorax 
machine, when it can be shown that it is not always negative as it is in health. 
Many explanations of these facts have been offered but the cause is still by 
no means certain. It has been suggested that the cause may lie in the respira- 
tory musculature, but this is most unlikely and it seems at least only rational 
to think that it must lie in disease of the lungs themselves. There is no 
evidence that a barrier to the transfer of gas across the respiratory epithelium 
exists. The most probable explanation is that the bull resulting from the 
loss of elasticity cause an uneven distribution of ventilation in the lungs. 
The walls of these bulla are avascular, and therefore the air in them is not 
in contact with the pulmonary circulation and, as a result, a large patho- 
logical dead space results. As a result of this there is an uneven distribution 
of ventilation which results in imperfect aeration of the blood. The imme- 
diate cause of the shortness of breath is stimulation of the respiratory 
centre by the excess of carbon dioxide in the blood. This results in an in- 
crease in the bicarbonate reserve in the blood which compensates for the 
excess of carbon dioxide. It is possible that on exercise, since the patient is 
unable to increase the ventilation of his blood, carbon dioxide increases as 
well as anoxzmia and a chemical dyspneea from stimulation of the respiratory 
centre develops. 


TREATMENT OF CHRONIC OBSTRUCTIVE EMPHYSEMA 

The treatment of chronic obstructive emphysema is directed towards the 
treatment of the causal chronic bronchitis. Deflation breathing exercises play 
a useful role in attempting to empty the lungs and improve pulmonary 
function. A well-fitting abdominal belt will raise the diaphragm and increase 
intra-abdominal pressure. This will make the respiratory movement of the 
diaphragm more effective and, since patients with emphysema tend to be 
obese and have a lax abdominal wall, it will support the abdominal wall 
and prevent it moving in and out, and thus support the diaphragm in its 
up-and-down movement. 

More recently, pneumoperitoneum has been tried with the idea of 
achieving a similar object, but it does not seem to be any more effective 
than the use of an abdominal belt. It also has the disadvantage of requiring 
weekly refills with air. 

Attempts have been made to reduce the dead space in patients with 
chronic obstructive emphysema by the operations of tracheostomy and 
tracheal fenestration—a permanent skin-lined tracheo-cutaneous communi- 
cation (Rockey, Thompson and Blarsik, 1959). The operation also enables 
dyspneea to be relieved by the aspiration of tenacious mucus. The theory 
behind this operation has something to commend it and it has appeared to 
prolong the life of some severely disabled people. 
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Chronic respiratory insufficiency is caused by low oxygen tension and 
high carbon-dioxide tension in the blood. The report of Naimark, Bro- 
dovsky and Cherniack (1960) on the treatment of this condition in 15 
patients with dichlorphenamide, a new carbonic anhydrase inhibitor, is of 
much interest. The drug was given in a dosage of 200 mg. daily for from 
two to thirty weeks. Fourteen of the patients said that they were improved 
while they were taking this drug: they were less short of breath and found 
that they could take more exercise. The only side-effects were nausea of 
short duration in two patients and headache in one. There was a mean de- 
crease in carbon-dioxide tension in the blood of 10.9 mm. Hg and a mean 
rise in the oxygen tension of 16.3 mm. Hg. The alveolar oxygen tension 
rose in seven out of nine patients and the alveolar ventilation was increased 
in these seven patients. The respiratory rate tended to slow and the tidal 
volume to increase. In two patients there was diuresis. If the drug was 
stopped the patient relapsed but when it was started again there was a 
similar clinical improvement. 

The exact method of action is not determined. Clearly the lowering of 
the carbon-dioxide tension could be brought about by increased alveolar 
ventilation, decreased carbon-dioxide production by the tissues, or a com- 
bination of both. Certainly increased alveolar ventilation occurred in most 
patients but there is experimental evidence that the drug lowers the meta- 
bolic rate in animals and thereby causes a lowering of the tissue carbon- 
dioxide production. Whatever the methods by which the drug acts, it clearly 
seems to have few toxic manifestations and to be able to play a helpful part 
in the treatment of patients with chronic respiratory failure. 


CHRONIC INTERSTITIAL PNEUMONIA 

Chronic interstitial pneumonia is the end-result of many conditions, some 
of which can be clearly defined and about which we have knowledge, and 
others about which little is known. In the first group may be included 
chronic pulmonary tuberculosis and the pneumoconioses; in the second 
group may be included the syndrome to which the name Boeck’s sarcoidosis 
has been attached and a variety of other clinical pictures much less clearly 
defined. 

Boeck’s sarcoidosis is not an entity. The syndrome arises as a result of 
exposure to beryllium in some cases; in others it appears to have a rela- 
tionship to tuberculosis; in others no such relationship can be established. 
The syndrome includes iritis, and enlargement of lymph glands, salivary 
glands, liver and spleen. The small bones of the hands and feet may show 
the changes of Jiingling’s osteitis tuberculosea multiplex cystoides, and rarer 
manifestations include diabetes insipidus and various lesions of the skin, 
the central nervous system, kidneys, heart and gastro-intestinal tract. The 
lungs and mediastinal lymph nodes are involved in most cases. The histo- 
logical picture is one of epithelioid-cell tubercles with or without giant cells 
with only slight cellular infiltration in their vicinity, without caseation, and 
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proceeding in the older lesions to conversion into a peculiar hyaline type 
of fibrous connective tissue; in the past it has been described as non- 
caseating tuberculosis. The Mantoux test is usually negative but the Kveim 
test is a skin sensitivity test in which the antigen is material obtained from 
a Boeck’s lesion. In the early stages radiological appearances are far more 
advanced and severe than the shortness of breath to which they give rise. 
Diagnosis is established by finding the histological appearance in the skin, 
lymph nodes, or liver, or by obtaining a positive Kveim test. 

Lung changes also occur in many of the collagen diseases. There seems 
no doubt that a few cases of rheumatoid arthritis occur in which there is 
diffuse interstitial fibrosis in the lungs (Ruben and Lubliner, 1957; Scad- 
ding, 1960). Lloyd and Tonkin (1948) first drew attention to fibrosis of the 
lung in scleroderma, differentiated from other causes by the changes in the 
skin and the cesophagus. Church and Ellis (1950) and Orabono and Albano 
(1958) have mentioned the development of cystic changes. Rich and Gregory 
(1943) produced polyarteritis nodosa in rabbits by sensitization to horse 
serum and they found a specific histological picture of fibrinoid necrosis of 
connective tissue occurring as a result of this antigen-antibody reaction. 

There is a group of fibrotic diseases associated with cystic changes 
which were well described by Oswald and Parkinson (1949); these changes 
occur in association with mesodermal dysplasia, in which other manifesta- 
tions are tuberous sclerosis, adenoma sebaceum and subungual fibromas, 
and the various xanthomatoses including Letterer-Siwe’s disease, Hand- 
Schiiller-Christian disease and eosinophilic granuloma of bone. 

Many chemical substances cause pneumonia and several of them will give 
rise to chronic conditions; these include manganese, vanadium, and cad- 
mium. The prolonged exposure to small amounts of the acid gases also 
produces a gradual development of pulmonary fibrosis and in the case of 
nitrous fumes this has been called ‘bronchiolitis fibrosa obliterans’. 

Hamman and Rich (1944) and Sloper and Williams (1955) recorded cases 
of acute and subacute interstitial fibrosis of the lungs in which the progress 
of the disease was rapid and death occurred within six months. 

Scadding (1960) recorded 26 cases in which the clinical picture was of a 
more chronic type, with the course persisting over several years. The 
essential histological features of these cases were thickening of the alveolar 
walls with fibroblasts and reticular proliferation and a filling of the alveoli 
with mononuclear exudate and proliferation of the lining cells. The func- 
tional disturbances include a reduction in the total lung capacity and its 
subdivisions and a diffusion defect. This indicates that the symptoms are 
produced by the difficulty of transfer of oxygen and carbon dioxide between 
the alveolar air and the alveolar capillaries. This contrasts with the func- 
tional disturbance already described as occurring in chronic obstructive 
emphysema. In chronic interstitial pneumonia the arterial carbon-dioxide 
tension is normal or even low. These patients keep their arterial oxygen 
saturation normal by hyperventilating and therefore the ventilatory cost of 
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exercise is high. In his review Scadding speculates on the possibility of his 
cases being the result of auto-immunity and this possibility certainly 
rationalizes the only treatment which so far seems to have contributed any- 
thing to the welfare of these patients. 


TREATMENT OF CHRONIC INTERSTITIAL PNEUMONIA 
Indeed, the whole of this group of patients with chronic interstitial pneu- 
monia has been treated with corticosteroids, with the hope that they might 
cause absorption of some of the fibrous tissue. There is, however, little 
evidence that these drugs produce anything more than a sense of well-being 
in the patient with a consequent subjective relief of his symptoms. It is 
doubtful whether they produce any fundamental change in the course of 
the disease or that they prolong the patient’s life. They cause all the side- 
effects, including the ‘Cushing syndrome’, which are now so well known 
and they also have the grave disadvantage that withdrawal of the hormone 
may precipitate an acute exacerbation of the symptoms. For these reasons, 
if steroid therapy is started it should be envisaged as a long-term procedure 
and the dosage should be kept small. Prednisolone, given in 5-mg. doses 
either twice or three times a day, is at the present time the drug of choice, 
though there is little difference between it and prednisone and it may be 
found that certain individuals react better to triamincolone in a dose of 
4 mg. two or three times. Some have argued that the giving of these drugs 
may bring about a reduction in activity or atrophy of the adrenals and have 


suggested that it is wiser to use corticotrophin. In practice there seems little 
substance in this argument and there is the grave disadvantage that the 
drug must be given by injection. Further, it does not appear to produce 
any more favourable results than does prednisolone. 


RESPIRATORY PARALYSIS AND FAILURE 
Perhaps the most important recent advance in the treatment of respiratory 
disorders is the use of tracheostomy in the treatment of respiratory paralysis 
in acute poliomyelitis, in crush injuries of the chest involving multiple rib 
fractures and depression of the sternum, and in acute respiratory infections 
with extensive secretion. Tracheostomy enables respiration to continue with 
either controlled positive pressure or by the use of respirators. It ensures 
that the airway is not obstructed by mucus and infected material since it 
can readily be kept clear by bronchial toilet through a catheter. Bronchial 
toilet, however, should be conducted under as aseptic conditions as possible 
and this requires that the person who undertakes it should be skilled in the 
technique. Clearly the sucking process should extend beyond the tracheo- 
stomy orifice into the bronchi. The negative pressure used should not be 
so great as to suck all the breath out of a patient already in a precarious 
state from respiratory failure; such action has in many cases been the last 
straw which has brought about the death of the patient. The introduction 
of the catheter should also be executed in such a way that fresh organisms 
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are not introduced into the bronchi to set up an acute bronchitis, particu- 
larly in a person who is not already infected. At present there is divergence 
of opinion as to whether controlled positive pressure respiration under the 
control of an anzsthetist is to be preferred to respiration maintained by a 
respirator. It does seem probable, however, that modern skill and experience 
make the former the method of choice. 


CARCINOMA OF THE LUNG 
Carcinoma of the lung is now the commonest malignant growth occurring 
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Tasie I.—Long-term results of surgical treatment of carcinoma of the lung (Vernon 
Thompson). 
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Tase II.—Results of surgical treatment of carcinoma of lung (Brock). 
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Taste III.—Results of surgical treatment of carcinoma of the lung in 79 survivors of 
the radical operation (Brock). 


in men. Only about one-third of these growths are operable and only one- 
third of these survive more than three years. 

Most interesting figures were provided in a symposium arranged by 
Mason (1960) before the Thoracic Society. 

In this Brian Taylor showed that in Birmingham, between 1939 and 1946 there 
were 23 resections among 887 cases which is 2.6 per cent., between 1947 and 1954 
there were 678 resections among 4,054 cases (16.7 per cent.), and in 1956 there 


were 228 resections among 952 cases (23.9 per cent.). The ages were between 15 
and 89 and the sex of the 2,985 patients seen between 1950 and 1954 was 2,674 
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males and 311 females, a sex ratio of 8.6 males to 1 female. Of the 678 patients who 
had a resection between 1947 and 1954, 147 (21.7 per cent.) were alive at the end 
of 1958; 13.7 per cent. died within one month of the operation; 58.7 per cent. 
died from a recurrence of the growth, and 5.9 per cent. died from other causes. 


The prognosis is much influenced by the extent of the disease. If there 
is no evident extension, either through the pleura to adjacent structures, by 
way of the lymphatics to the mediastinal nodes and by the blood stream to 
distant organs, the prognosis is better than when any of these dissemina- 
tions are found. The best outlook is in those patients in whom the disease 
fulfils the above criteria and in whom the growth is contained in one lobe 
and who therefore can be treated by lobectomy. At least one-half of this 
group can expect to be cured of their disease. 


Vernon Thompson reported that he had performed 399 operations for carcinoma 
of the lung between 1941 and 1956; in 91 cases the growth had proved irremovable, 
in 220 he had done a pneumonectomy, and 88 a lobectomy. The long-term survival 
rates are shown in table I. 

The importance of lymphatic spread and involvement of the mediastinal glands 
was stressed by Brock in comparing his results in simple pneumonectomy with 
radical pneumonectomy in which the mediastinal lymph nodes were also removed 
(table II). The importance of distant spread in assessing the prognosis is emphasized 
in figures which he gives concerning the 79 survivors of the radical operation 
(table ITT). 

Hilton compared these results of surgery with those of radiotherapy of 
38 patients with an operable carcinoma whom she treated: eight survived 
five years or more, but only one has survived nine years. These figures 
indicate that there is a large number of patients who require treatment for 
the palliation of their disease. Hilton recorded her results in treating in- 
operable cases of carcinoma of the bronchus by radiotherapy. She stated 
that the results have not altered much during the last ten years, and the 
majority of patients do not live two years. The average duration of life after 
radical radiotherapy of those with an inoperable squamous carcinoma is 18 
months, with an oat-cell or undifferentiated carcinoma it is 14 months, and 
with an adenocarcinoma it is 28 months. These results are not very en- 
couraging, and radiotherapy always has the disadvantage of suggesting to 
the patient the nature of his illness and accordingly of depressing his morale. 


CHEMOTHERAPY OF CARCINOMA OF THE LUNG 
The work of Bass (1960), reporting the treatment of 25 cases with nitrogen 
mustard is therefore interesting, especially since 17 (68 per cent.) of these 
patients were improved by the treatment. The mustine hydrochloride was 
given by a single injection of 0.4 mg. per kg. of body weight into the rubber 
of a running normal saline intravenous drip. The drip was run fast for one 
minute immediately after the injection in order to flush the mustard out of 
the vein, and it was then allowed to continue normally for a further ten 
minutes. Unfortunately, nitrogen mustard produces nausea and vomiting 
for a period of twenty-four hours, and this should be minimized by giving 
the drug at night after a light evening meal. Attempts should also be made 
to minimize these side-effects by the use of sedatives. Bass found that 





450 THE PRACTITIONER 


3 grains (0.2 g.) of amylobarbitone sodium two hours before the injection, 
and repeated one hour before and again at the time of the injection, was the 
most satisfactory preventive. The g grains (0.6 g.) was usually enough to 
ensure a night’s sleep, but if the patient should awaken he can be given a 
further 3 grains (0.2 g.). 

Mustine hydrochloride may also be used intrapleurally for the treatment 
of carcinomatous pleural effusions. Since it is sometimes painful, 100 mg. 
of pethidine should be given intramuscularly about half-an-hour before the 
effusion is aspirated as completely as possible. Mustine hydrochloride, in a 
dose of 15 mg. in 100 ml. of normal saline, is then injected into the pleural 
cavity, and this may be repeated at weekly intervals since the drug does not 
get into the general circulation, and there is no fear of its causing aplastic 
anemia. The nitrogen mustard usually slows the formation of pleural fluid 
but, if necessary, further aspirations can be undertaken. 

Tretamine has been used similarly in a single dose in the treatment of 
inoperable cases. After twenty-four hours of severe nausea and vomiting, 
the patients usually feel markedly improved and develop a sense of well- 
being. The risk of depression of the bone marrow and of the development 
of thrombopenic purpura and aplastic anemia, however, is greater than it 
is with mustine hydrochloride. Jack, Doyle, and Palejwalla (1960) record 
the treatment of 43 patients with subjective improvement in 30 and marked 
to complete regression of the tumour in 10. The four cases in which the 
best results were obtained were treated with a single dose of 20 to 30 mg. 


of tretamine (0.33 mg. per kg. of body weight) given intravenously. They 
all, however, developed severe depression of the bone marrow and, even 
though the authors claim that this is manageable with prednisolone, peni- 
cillin and occasional blood transfusion, further information will have to be 
available before it is established that the results of this treatment are not 
worse than the disease. 
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ADVANCES IN NEUROLOGY 


By R. A. HENSON, M.D., F.R.C.P. 
Physician and Neurologist, The London Hospital 


THERE can be little doubt that the introduction of successful methods of 
protection against poliomyelitis represents the major advance in the broad 
neurological field in the past few years. Progress has been rapid in the whole 
field of virology with the discovery of further viruses which may invade the 
nervous system. In the treatment of established disease the most significant 
advances have been in neurosurgery. The use of stereotactic techniques for 
the placement of lesions in the globus pallidus or ventro-lateral nucleus of 
the thalamus has proved of great value in the treatment of involuntary 
movements, and insertion of the Spitz-Holzer valve has marked a step 
forward in the management of hydrocephalus. Whilst there has been no 
major break-through in medical neurology, useful progress has been made 
cn the clinico-pathological side and in the development of special investiga- 
tory techniques. 

The topics chosen for mention here are selected on grounds of general 
and practical interest, with the exception of the brief account of cerebral 
demyelination in patients with diseases of the reticulo-endothelial system. 


THE NEUROLOGICAL COMPLICATIONS OF DIABETES MELLITUS 
This subject has been much discussed in the past decade. Garland (1960) 
has provided a valuable review of present knowledge, in the course of which 
he draws attention to the following points. It appears that the incidence of 
strokes is no higher in diabetics than in other patients if due allowance is 
made for age and hypertension. There is no form of diabetic encephalopathy 
apart from diabetic coma. In the past it has been held that diabetic patients 
are especially liable to a variety of painful syndromes without physical signs 
—for example, sciatica—which respond to treatment of the diabetes, but 
this has not been proved. Lastly, isolated cranial nerve palsies, especially of 
the third and sixth nerves, have been cited as neurological complications of 
diabetes. Isolated affections of the oculomotor nerves are not uncommon in 
elderly subjects and recovery is usual; whilst the etiology of these paralyses 
is uncertain, there is so far no good reason for linking them with diabetes. 

Various types of peripheral neuropathy (polyneuritis) form the common 
accepted neurological complications of diabetes: indeed, diabetes is the 
most important cause of peripheral neuropathy in this country. The nervous 
symptoms may be initial or they may arise in patients who have had diabetes 
for many years. Usually the condition presents as a painful sensory neuro- 
pathy with relatively few physical signs. The patient complains of pains and 
unpleasant sensations in the lower limbs. Positive findings on examination 
October 1960. Vol. 185 (451) 
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are limited to diminution or loss of ankle jerks, tenderness of the calf 
muscles and impaired vibration sense at the ankles, but these physical signs 
may be found in elderly non-diabetic patients. More rarely a severe sensory 
neuropathy occurs, with widespread impairment or loss of all forms of 
sensation affecting the arms as well as the legs. The tendon reflexes are lost. 
In advanced cases there may be complete deafferentation with gross sensory 
ataxia, which is completely crippling, and loss of bladder and rectal sensation 
with consequent incontinence. Muscular weakness is not a prominent 
feature. 

The second type of diabetic neuropathy has been termed diabetic amyo- 
trophy by Garland. In this complaint there is asymmetrical muscular wasting 
and weakness affecting the lower limbs, especially involving the flexors of 
the hip, extensors of the knee and the anterior tibial groups. The onset is 
subacute and there may be much pain in the affected parts. Fasciculation is 
seen in some patients. The tendon reflexes are reduced or abolished in the 
weakened muscles. The arms are rarely involved. The condition tends to 
arise in less severe cases of diabetes. The diagnosis must be made from 
other disease states causing muscular atrophy, including motor neurone 
disease, compression of the spinal cord or nerve roots, syphilitic amyo- 
trophy and polyarteritis nodosa. Whilst special investigations may be re- 
quired for differentiation, the urine examination is the most important test 
and the gratifying recovery which follows treatment of the diabetes and 
physiotherapy affords decisive diagnostic evidence. Mixed forms of neuro- 
pathy occur in diabetes, with sensory and motor involvement, but the 
combination of severe sensory and motor disorders must be rare. 

The pathology of diabetic neuropathy is still under dispute. Some workers 
believe that the nervous lesions are secondary to ischemia, but others 
attribute the changes to vitamin deficiency or some disturbance of meta- 
bolism associated with the diabetes. Recent pathological studies and the 
response of diabetic neuropathy to treatment would seem to render the 
vascular theory untenable, unless the lesions are ascribed to a reversible 
diabetic angiopathy. This possibility has not been fully explored. 

Treatment consists in the control of the diabetes, and minor forms of 
sensory neuropathy usually respond well to this measure. Analgesics are 
often ineffective in controlling pain. Where there is extensive sensory loss 
with ataxia and bladder paralysis, the outlook is much more serious and 
permanent disability or death may result. As already mentioned, diabetic 
amyotrophy yields to anti-diabetic measures and physiotherapy. 


ACUTE INFECTIVE POLYNEURITIS 
GUILLAIN-BARRE SYNDROME 
This is an acute form of polyneuritis in which the cerebrospinal fluid protein 
content is raised without any increase in cells. The picture is predominantly 
one of muscular paralysis, though sensory symptoms are often prominent. 
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The paralysis may begin in the limbs, trunk or bulbar muscles. Experimental 
work suggests that the cause is an allergic reaction; consequently steroids 
have been used in treatment, sometimes with apparently dramatic results. 
When bulbar paralysis or weakness of the respiratory muscles develops 
methods of assisted respiration are required. If the patient can be sustained 
during the acute stage of the illness full recovery takes place. It is probable 
that virus infections produce a similar clinical picture, but in these circum- 
stances there should be an excess of cells in the spinal fluid. 


THE TREATMENT OF PARAPLEGIA 

Apart from the outstanding contributions made by Guttmann to the re- 
habilitation of the paraplegic patient, there have been other useful discoveries 
in the treatment of these unfortunate people. Five years ago Maher intro- 
duced the technique of intrathecal or extradural injections of special solu- 
tions of phenol for relieving intractable pain. ‘Time has confirmed the value 
of this method, particularly in the management of patients with inoperable 
carcinoma. More recently the method has been used to relieve spasticity 
and painful spasms in persons with irremediable paraplegia. A solution of 
phenol in glycerin or ethyl iodophenylundecanoate is injected by lumbar 
puncture, and with careful positioning of the patient chemical denervation 
can be achieved in selected nerve roots. Liversedge and Maher (1960) report 
that the procedure is of value in the relief of painful spasms, but they add 
that it is rare for the immobile patient to be converted to mobility. Neverthe- 
less, the reduction or abolition of spasticity may allow the patient to move 
about more easily in bed or in a chair. Loss of sphincter control occurs if 
bilateral lesions are produced in the sacral nerve roots. Although this form 
of treatment has obvious limitations, it provides a simple method of relieving 
the torture of painful flexor spasms. 

The management of patients with retention of urine due to neurological 
disease has been eased by the introduction of surgical resection of the 
internal sphincter of the bladder, or bladder neck. This method may be 
employed in patients with lesions affecting the reflex arc, for example tabes, 
and in those whose lesions lie at higher levels. The precise indications for 
operation and details of the procedure cannot be explained here, but it may 
be said that it is of considerable value in the care of patients with bladder 
dysfunction due to multiple sclerosis. 


ELECTROENCEPHALOGRAPHY 
The place of electroencephalography (E.E.G.) in neurological diagnosis has 
been much discussed in recent years. particularly by Hill (1957) and Bates 
(1957). It has become increasingly clear that a single E.E.G. recording is of 
limited value: ‘at worst it may be unhelpful, at best it may indicate that there 
is something wrong and approximately where it is wrong’ (Hill, 1957). The 
following examples give some idea of the problems involved in interpreta- 
tion: electrical abnormalities can arise from normal cortex by nervous 
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conduction from remote diseased areas, and this may obviously lead to faulty 
localization of a structural lesion; the three cycles per second spike and wave 
activity hitherto regarded as the best E.E.G. evidence of constitutional or 
idiopathic epilepsy may occur in patients with traumatic epilepsy, and one 
cannot say with certainty on the E.E.G. alone that a particular patient is 
suffering from idiopathic epilepsy. Neurologists and neurosurgeons have 
recognized that the E.E.G. cannot be expected to provide a diagnosis, the 
information the test affords must be used in conjunction with the other 
available evidence; now that the E.E.G. is being widely used by practi- 
tioners in many branches of medicine and surgery the limitations of the 
method should be more generally appreciated. For thorough E.E.G. in- 
vestigation serial records and the use of special techniques of activation or 
exploration are required. 
EPILEPSY 

There have been no remarkable advances in the treatment of epilepsy with 
drugs in the past three years. Parents and family doctors have long been 
aware of the part played by emotional factors in the precipitation of seizures 
in epileptic children, particularly in those with petit mal. This knowledge is 
now being turned to good effect in treatment by striving to deal with psycho- 
social factors which may disturb the patient; this may include treating the 
parents and showing them the right attitude to adopt towards the epileptic 
child. 

Epilepsy deriving from lesions in the temporal lobes manifests itself in 
many ways, including disorders of perception and cognition, visual, olfac- 
tory, auditory and gustatory hallucinations, visceral and affective upsets, and 
major and minor seizures. As the temporal lobe is a relatively silent area of 
the brain, physical signs are the exception when the causative lesion is small. 
Many workers are engaged in the investigation and treatment of temporal 
lobe epilepsy by surgical means. Surgical explorations are being carried out 
on patients with uncontrolled epilepsy in whom there is a persistent localized 
abnormality in the temporal lobe at electroencephalography, although 
neuroradiological tests reveal no evidence of a gross lesion. These operations 
have often revealed scars, cysts, small vascular hamartomas and tumours. 
The precise value of this form of treatment in relieving seizures has not been 
determined; some surgeons report better results than others, but it is 
generally agreed that excision of the temporal lobe has no permanent 
beneficial effect on the behaviour disorders which may accompany the 
epilepsy. One interesting finding has been that bilateral temporal lobectomy, 
including the hippocampus, produces extreme impairment of recent 
memory; it appears that the hippocampus plays an important part in the 
registration of memories. 


THE NEUROLOGICAL COMPLICATIONS OF MALIGNANT DISEASE 
There is nothing fresh to report on the subject of the carcinomatous neuro- 
myopathies, but in a recent communication (Cavanagh et al., 1959) cerebral 
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demyelination has been described in patients with Hodgkin’s disease and 
chronic lymphatic leukemia. The neurological illness is not related to the 
stage or severity of the reticulosis; neither is it directly attributable to the 
cellular proliferation and infiltration characteristic of these diseases. Clini- 
cally the picture is that of a widespread, rapidly progressive cerebral illness, 
with dementia, dysphasia, weakness of one or more limbs, hemianopia, 
sensory changes and bulbar signs, according to the distribution of the 
lesions. The cerebrospinal fluid is normal, but the E.E.G. shows widespread 
abnormalities. Ultimately coma and death supervene. 

The complaint must be differentiated from neurological syndromes caused 
by direct infiltration of the brain with leukemic or reticulosis deposits. The 
distinction from acute Schilder’s disease presents a greater difficulty in 
diagnosis. Macroscopic examination of the brain after death reveals exten- 
sive patches of softening in the central white matter, due to large confluent 
areas of demyelination. Under the microscope small foci of demyelination 
are seen in the brain and brain-stem, besides the massive lesions visible to 
the naked eye; there are striking abnormalities of the neuroglial cells, which 
assume bizarre forms with greatly enlarged atypical nuclei. The pathogenesis 
is obscure. Although this complaint is rare it is of theoretical importance, 
and elucidation of the problems of its causation might yield clues towards the 
solution of the commoner demyelinating diseases. 


VIRUS INFECTION OF THE NERVOUS SYSTEM 
The past few years have seen the identification of many more viruses which 
invade the nervous system. 

The enteroviruses.—This term is applied to the group of viruses which 
proliferate readily in the human gastro-intestinal tract (Rhodes, 1960). The 
family now includes some fifty distinct types of poliomyelitis, Coxsackie and 
ECHO viruses. Infection with these organisms is spread by droplets and 
fecal contamination. Children are commonly affected. One strain of virus 
may cause different clinical effects in different patients. Once the virus has 
been ingested it multiplies in the lymphoid tissue of the pharynx, especially 
the tonsils, and in the intestines. ‘The regional lymph nodes are next invaded, 
whence the virus enters the blood stream. This phase of infection is some- 
times associated with a febrile illness with non-specific symptoms. Finally 
the nervous system is affected. ‘The infection may be aborted at any stage, 
so that rarely is the nervous system overtly damaged. All these viruses may 
cause paralysis, lymphocytic meningitis and febrile illnesses, whilst Cox- 
sackie and ECHO infections may be accompanied by a rubelliform rash. 
Epidemic myalgia, or Bornholm disease, is caused by a Coxsackie virus. In 
some enterovirus infections there may be myocarditis or pericarditis. It 


appears that most infections in persons vaccinated against poliomyelitis are 
caused by Coxsackie or ECHO viruses. Precise diagnosis in these illnesses 
rests on isolation of the causal virus or demonstration of serum antibodies 
in convalescence, 
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Arthropod-borne (arbor) viruses.—Several members of this group cause 
encephalitis as well as milder, non-specific febrile infections. These infec- 
tions do not occur in Great Britain, but they are important in the United 
States of America, Russia, Australia, Japan and other countries where 
suitable vectors abound. 

Other virus infections.—Herpes zoster is the virus which commonly causes 
neurological illnesses in this country. Apart from shingles, this infection may 
cause meningitis, encephalitis, and myelitis. When the spinal cord is affected 
localized muscular paralysis of root distribution is the commonest manifesta- 
tion. Rarely a herpetic arthropathy complicates the course of the disease. 
Herpes simplex has been identified as a rare cause of fatal hemorrhagic 
encephalitis; its role in less serious illnesses is more difficult to determine for 
this organism infects man so frequently. Mumps should be recalled as a 
cause of meningitis or encephalitis. ‘The neurological illness may arise in the 
absence of any of the usual clinical features of mumps; diagnosis is made on 
the history of appropriate contact. 

Diseases of suspected virus origin.—Behget’s disease is a complaint which 
predominates on the Mediterranean littoral, but also occurs in this country. 
The clinical features are uveitis, arthropathy, rashes, oro-genital ulceration 
and encephalomyelitis. Some workers claim to have isolated a causal virus. 
The nervous lesions consist of small areas of softening with inflammatory 
changes and demyelination. The patient may present with a wide range of 
symptoms, depending upon the site of the lesions and the acuteness of the 
process. The picture may be simply that of a mild lymphocytic meningitis; 
on the other hand there may be symptoms of an extensive encephalitic 
process affecting the brain and brain-stem. The cord is more rarely affected. 
In chronic cases patients show mental changes and signs of pyramidal and 
extra-pyramidal lesions. The distinction from multiple sclerosis can be 
difficult. The diagnosis is made on the discovery of the characteristic ulcers 
in the mouth and on the genitalia. Treatment is unsatisfactory. The neuro- 
logical illness may prove fatal and the ocular affection can cause blindness. 

Subacute inclusion body encephalitis commonly affects children, but 
adults may succumb to it. Pathologically, inclusion bodies are found in the 
nerve cells of the brain and brain-stem and in glial cells. This finding raises 
the suspicion of a virus origin. The initial symptom is usually dementia of 
insidious onset; various manifestations of epilepsy develop, including 
myoclonus and minor seizures; as the illness progresses, paralyses, ataxia 
and visual failure occur. The diagnosis is made on the clinical picture, 
supported by the appearance of a rhythmic abnormal discharge in the 
E.E.G., a paretic Lange curve in the cerebrospinal fluid and ultimately the 
demonstration of the histological abnormality at brain biopsy or post- 
mortem examination. Although the encephalitic process may be arrested, 
at best there is severe brain damage and most patients die. The course of the 
illness may be protracted over several years, 
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POST-INFECTIVE ENCEPHALOMYELITIS 

Before the 1914-18 War, Turnbull noticed that encephalomyelitis was a rare 
sequela of vaccination against smallpox. Since his first observation it has 
become apparent that pathologically identical forms of encephalomyelitis 
also occur after attacks of measles or influenza and after treatment with 
various drugs, including arsenic, sulphonamides and para-aminosalicylic 
acid. A number of cases arose in the recent epidemic of Asian influenza. The 
neurological illness begins after the peak of the antecedent infection and may 
be delayed for as long as three weeks from its onset. The symptoms may be 
spinal, with pains in the back and down the legs and impairment of all cord 
functions. More commonly the illness is cerebral, with clouding of con- 
sciousness, headache and symptoms of diffuse involvement of the brain 
and brain-stem. The spinal fig§ contains an excess of cells, usually lympho- 
cytes, and the polymorphonuclear count is raised in the peripheral blood. 
The illness may be mild or, at the other extreme, rapidly fatal. The patho- 
logical changes include demyelination and inflammatory infiltration around 
blood vessels, changes in the walls of the vessels themselves, and hemor- 
rhages and collections of inflammatory cells in the substance of the brain 
and spinal cord. The spleen contains an excess of plasmablasts and plasma 
cells. It is widely believed that the process is an allergic manifestation and 
present practice is to use steroids in treatment, beginning with the intra- 
venous administration of hydrocortisone. 

The nature of the encephalitis which occurs pari passu with influenza or 
measles is uncertain. In these patients the neurological illness develops at 
the peak of the infection. Some workers claim to have isolated the influenza 
virus from the nervous system of fatal cases; others regard the condition as 
an acute toxic encephalopathy. Post-mortem examination of our material 
has simply revealed acute congestion of the brain. At the present time the 
problem must be regarded as unresolved. 
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SuRGERY has made great advances in the last two decades. Most of the 
specialized fields can claim to have taken part in this advance, helped by 
the ancillary sciences and the art of anesthesia and by modern drugs and 
appliances. 


THE TREATMENT OF DEAFNESS 
In otology the greatest achievement of recent years has undoubtedly been 
in the treatment of deafness and, as the last two years have been largely a 
period of consolidation and experiment with known techniques, in spite of 
the title of this article it may not be out of place here to mention briefly 
the work of the pioneers in this field. 

Of these men, Joseph Toynbee is of particular interest to us in these 
Islands, for it was he who was the first to describe and name otosclerosis. 
In his book, ‘Diseases of the Ear’, published in 1860, he describes the con- 
dition, clearly recognizing ‘anchylosis of the stapes to the fenestra ovalis’ in 
136 temporal bones. His findings agree closely with those of a modern 
authority, Professor Riiedi, of Zurich (1957), who histologically examined 
79 specimens with a view to assessing their suitability for mobilization. 
Riiedi found that various tissue changes participated in the otosclerotic 
process leading to stapedial fixation. He divides stapedial fixation into three 
groups: (a) with fibrous fixation, (b) with compression and fixation of the 
stapes, and (c) with bony ankylosis of the footplate. This classification 
corresponds closely with that made by Toynbee a hundred years before. 

The otologists of the second half of the nineteenth century obviously had 
a clear understanding of the physiology of sound conduction. They were 
quick to appreciate the lesson of Toynbee’s work: that the cause of deafness 
in otosclerosis was the inability of the fixed stapes to transmit sound waves. 
Kessell (1875) was the first to practise mobilization of the stapes. He said: 
‘In order to eliminate such deafness it is necessary to attack its cause and 
to mobilize or extract the stapes’. His technique was very similar to that 
employed today. He incised, instead of reflecting, the tympanic membrane 
and separated the long process of the incus from the stapes. If necessary 
he removed the postero-superior portion of the bony meatus and then 
mobilized the stapes by pressure in various directions. Miot (1890) published 
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the results of no fewer than 200 cases of mobilization. He mobilized the 
stapes by applying direct pressure to its head or to the lenticular process 
of the incus. If a perforation was present he closed it by an artificial drum. 
Boucheron, Moure, Pottier, Blake, Dench, Pasow and Faraci were others 
who worked in this field. Some of the great men of the time, however, 
notably Politzer, Siebenmann and Denker, were opposed to the practice, 
and it went out of favour about the turn of the century, to be brilliantly 
revived again by Rosen in 1952. 


MOBILIZATION OF THE STAPES 

Mobilization is now an established part of the treatment of otosclerosis. It 
has the drawback that in most hands it gives good results in only from 
40 to 50 per cent. of cases, compared with about 80 per cent. with fenestra- 
tion. Its advantages are that good results can be brilliant, better than those 
obtained in fenestration, that it is a relatively minor, if difficult, procedure, 
and that there are no postoperative disabilities due to the presence of a 
fistula and cavity. As Rosen (1960) says, in the seven years of its renaissance 
stapes surgery has revolutionized our approach to the problem of oto- 
sclerosis. Although it is still in its infancy its evolution follows a natural 
order which should not be violated. This orderly process is at present in 
three steps. The first is simple mobilization of the stapes by pressure against 
the neck, head or lenticular process. The second is a direct attack on the 
footplate itself. A needle, pick or other instrument of choice is used to 
pry the footplate loose, usually at its anterior or inferior edge. If these 
methods are unsuccessful the third logical step is to perforate, or fenestrate, 
the rigid, immobile footplate. In general it appears that a small opening, 
‘about one-fourth the size of the head of an ordinary straight pin’ is more 
effective than a large one. 

Rosen gives impressive figures to support the extent and durability of 
these procedures. Various questions arise with regard to the third pro- 
cedure, concerning, for instance, the size of the fenestra, whether or not 
it should be covered, and whether an artificial columella should be used 
and if so how it should be formed. In the opinion of Rosen, these and 
many other questions cannot yet be answered with finality. Shea (1956), 
however, operating mainly on failed mobilizations and inserting an artificial 
columella, obtained dramatic improvement in three-quarters of his 150 
cases. He removes the stapes and, after placing a piece of cutaneous vein 
over the fenestra, replaces it with another made of polyethylene, thereby 
reconstituting the normal mechanism of sound transmission. 


FENESTRATION 
If this admittedly tricky manceuvre should be generally and successfully 
adopted, fenestration may pass into history. At present the latter operation 
is an accepted and established procedure. It gives good results in about 
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80 per cent. of cases and is not unduly difficult. Any properly trained oto- 
logist should be capable of performing a successful fenestration, provided 
he gets a sufficient number of cases. It is probably correct to say that the 
great majority of otologists follow the Lempert-Shambaugh technique 
closely, but nevertheless the operation is by no means standardized. There 
is still a number of surgeons in this country and on the Continent who 
prefer the post-aural approach. A few still prefer a two-stage operation, 
doing the approach surgery first and making the fenestra two or three 
months later. Riiedi has abandoned the two-stage procedure and now per- 
forms a most interesting operation which he calls ‘fenestration by incudo- 
pexy with interposition’. He removes the incus, makes his fenestra far 
forward on the ampulla, covers it with a piece of cutaneous vein and then 
replaces the incus with its short process covering the fenestra and the inter- 
posed piece of vein. This is an interesting development, the value of which 
has still to be assessed. 


CHRONIC SUPPURATIVE OTITIS MEDIA 

As the incidence of acute otitis media diminishes that of chronic suppura- 
tive otitis media seems if anything to increase. This presents the otologist 
with a rich field of interesting work, for it is now accepted that it is not 
enough to leave the patient with a dry, safe ear, but that the hearing must 
if possible be left at a useful level. In the last few years this field has been 
thoroughly worked by Zéllner, Wullstein and others, and the operative 
techniques of the various forms of myringoplasty and tympanoplasty are 
now largely standardized. These operations call for meticulously careful 
work but, given adequate anatomical knowledge and surgical skill, it is not 
particularly difficult to obtain a good morphological result. It is not perhaps 
as easy to get a good functional result, a fact which stresses the importance 
of the preoperative examination of the ear in order to diagnose exactly the 
site of disruption of the ossicular chain. Experts can claim satisfactory im- 
provement in hearing in from 60 to 70 per cent. of cases. This leaves a 
large number of failures, which appear most often to be caused by the fact 
that the underlying disease is not completely cured. In these cases the 
development of adhesions or the recurrence of suppuration will destroy the 
gain in hearing. In many instances a long period of preliminary treatment, 
including corrective surgery, is necessary to prepare the ear for plastic 
surgery. 

Chronic and recurrent discharge from postoperative mastoid cavities con- 
tinues to be something of a problem. Guilford (1960) considers that 
incomplete healing of the cavity is associated with (1) large mastoid cavities, 
(2) small meatuses resulting from too rapid healing of the endaural incision 

—a small meatus combined with a large cavity invariably resulted in slow 
or incomplete healing’—and (3) postoperative infection, most troublesome 
in large cavities. He therefore uses space-obliterating techniques in order 
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to reduce the size of the cavity. In mastoidectomies he removes the tip of 
the mastoid and uses a soft-tissue flap to help to fill the cavity inferiorly. 
In fenestration cavities he exenterates the cells incompletely and fills the 
chains of cells extending from the antral area with diced cartilage chips in 
order to obliterate them. He is careful not to remove Korner’s septum. 
Infection is controlled by determining the effective specific drug by sensi- 
tivity tests and by using this drug locally and systemically before and after 
operation, and by careful attention to asepsis. In fenestration cases the 
granulating surface of the cavity is covered with secondary split-thickness 
skin-grafts a fortnight after operation. 


CHOLESTEATOSIS OF THE MIDDLE EAR 
At a discussion at the Royal Society of Medicine (1958) Professor Riiedi 
divided cholesteatosis into two distinct categories: a small group with small 
upper anterior or posterior attic perforations, and a larger group with large 
postero-superior marginal perforations. The larger group is approximately 
four times more numerous, but the smaller group is four times more likely 
to cause intracranial complications. Surprisingly, to some of us at least, 
Riiedi has come to the definite conclusion that both types arise from the 
immigration of stratified epithelium from the meatus rather than by meta- 
plasia. The more dangerous cases of cholesteatosis with small attic perfora- 
tions appear to ‘develop insidiously as the result of recurrent catarrhal 
inflammations of the middle ear’, whilst the cases with large perforations 
arise from ‘severe necrotizing otitis media’, ‘Tumarkin (1958), while ad- 
mitting himself converted to the immigration theory, doubts this view. He 
points out that acute suppurative otitis media tends to burst the tympanic 
membrane in the middle of the pars tensa and that cholesteatosis cannot 
ensue unless the resulting perforation extends right out to the annulus 


tympanicus, which is unlikely. His view is that cholesteatosis with large 


postero-superior perforations arises from repeated attacks of Eustachian 
obstruction with marked drum-retraction. This may be true, but in my 
view it is an argument in favour of metaplasia rather than immigration. 


MYRINGOTOMY 

The question of myringotomy for acute otitis media in children has come 
under review. Dixon (1958) has followed up 88 cases averaging six years 
of age at the time of the illness, in none of whom had myringotomy beer 
performed. Four years later he found minimal hearing losses in all cases. 
These interesting figures do not, of course, mean that myringotomy is 
never required in acute otitis media in children. The position may perhaps 
be summed up by saying that it is useful and often advisable in the acute 
otitis media of early infancy and is sometimes required in chronic catarrhal 
otitis media, but that it is perhaps now seldom required in acute otitis 
media in older children. 
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MENIERE’S DISEASE 

An interesting, if not yet generally applied, treatment of Méniére’s disease 
is by ultrasonic waves. It must be admitted that the surgical treatment of 
this condition is unsatisfactory since destruction of the labyrinth is only 
advisable in unilateral cases in which the hearing has permanently dropped 
below a useful level. Those cases which are not suitable for surgery do not 
always respond to medical treatment and present a considerable therapeutic 
problem. Ultra-sound treatment has the great advantage that it destroys 
the vestibule without affecting the cochlea; in fact, it is claimed that in some 
cases the hearing is appreciably improved and also that tinnitus is often 
completely eliminated. The method is not new, and indeed has been known 
for some thirty years, but Arslan (1955), of Padua, has recently obtained 
excellent results by using improved technique and apparatus. He exposes 
the lateral semicircular canal by a post-aural incision under local anzs- 
thesia. He then applies a specially constructed thin narrow applicator and 
regulates the dose of ultrasonic waves by observing the nature and degree 
of nystagmus produced. The cochlea and facial nerve are excluded from 
the field of radiation. His results are very impressive. 


EPIDEMIC VERTIGO 

Interest has recently been taken (Pedersen, 1959) in epidemic vertigo, also 
known as vestibular neuronitis and epidemic neurolabyrinthitis, a curious 
condition about the etiology of which little seems to be known. The dif- 
ferential diagnosis may be difficult, but the absence of other neurological 
signs and the benign course of the disease distinguish it from, for instance, 
multiple sclerosis. The diagnosis from Méniére’s syndrome is not difficult 
because in this condition the attacks are recurrent and progressive deafness 
is usual. Sporadic cases of epidemic vertigo may occur. Some groups of 
cases may be accompanied by diarrhcea and vomiting whilst others may be 
associated with upper respiratory infection. No organism has ever been 
isolated, although a virus infection is suspected. Fortunately the patients 
usually make a complete recovery. 


BELL’S PALSY 


Dalton (1960) has carried out a survey of 107 cases of Bell’s palsy, with a 
view to finding criteria for guidance on the probability of spontaneous 
recovery in idiopathic facial paralysis and assessing the present methods of 
treatment. As there is evidence that some cases are due to zoster infection, 
manifest cases of Ramsay Hunt’s syndrome were discussed. Dalton found 
that incomplete and short-lived cases carried a good prognosis for spon- 
taneous recovery. The extent to which the branches of the facial nerve were 
involved had no prognostic significance, except possibly in the case of 
lacrimal hyposecretion, but pain and associated nerve lesions at the outset 
made the prognosis worse. No clear evidence emerged about the value of 
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facial nerve decompression, and the author considers that a large-scale in- 
vestigation is required to evaluate this and other forms of treatment. 


ALLERGIC RHINITIS 
The steroid drugs have proved a useful adjunct to ephedrine and the anti- 
histamines in the treatment of allergic conditions, whether prescribed orally 
or parenterally. A number of proprietary preparations combine ephedrine 
and cortisone in the form of drops or sprays, and appear to give good results. 
Lake, Logan and Peters (1958) have found intranasal insufflation of pow- 
dered hydrocortisone to be a safe and effective remedy when used alone. 
Adults were given 15 mg. daily, divided into three doses. No symptoms of 
hypercortisonism and no evidence of irritation or infection of the nose were 
observed during the course of treatment. This form of treatment would 


appear worthy of an extended trial. 


MALIGNANT DISEASE 

Some difference of opinion still seems to exist as to the primary treatment 
of choice in laryngeal cancer. The policy of first giving radiotherapy and 
reserving operation for recurrence is attractive, particularly because it 
avoids the mutilation of laryngectomy, but in the opinion of Miles Foxen 
(1957) it is fraught with danger. Foxen advocates radical surgery with neck 
dissection in subglottic cases and in all cases in which there is reduction of 
mobility. Teleradiotherapy is the method of choice for mobile glottic cases. 
There can be no doubt that radiotherapy has made considerable progress 
in the treatment of malignant disease of the pharynx and larynx, so much 
so that in some centres surgery is reserved for failed cases. Results may be 
no better than in those cases which have been subjected to primary surgery, 
but many more cases will undoubtedly continue to enjoy normal laryngeal 
function. Obviously the surgeon must decide each case on its merits and 
on the facilities available to him. When operation is undertaken, whether 
in the first instance or after radiotherapy, it must be adequate. For instance, 
in cancer of the larynx or pharynx with lymphatic involvement, laryngec- 
tomy or pharyngectomy should be combined with neck dissection in one 
procedure. 

Victor Lambert (1960), in an interesting survey of 177 cases of postnasal 
malignancy, discusses the results he has obtained by using C. P. Wilson’s 
transpalatal approach both for diagnosis and for treatment by radiotherapy. 
He considers “hat with the wider use of the transpalatal approach ‘a fertile 
field of surgical endeavour’ has been developed. 

Post-cricoid carcinoma is one of the most unpleasant forms of malignant 
disease, and any procedure which will ameliorate suffering in this condition 
is truly welcome. Simpson (1960), acting on a suggestion made by Asherson 
(1954), has devised a one-stage pharyngo-cesophago-laryngectomy in which 
the anterior portions of the larynx and trachea are used to reconstitute the 
gullet. When patients present themselves they have usually already de- 
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veloped a complete annular stricture, and it is therefore impossible surgically 
to conserve the larynx with its functions of respiration and phonation. In 
this operation the unaffected anterior portions of the larynx and trachea, 
instead of being discarded, are used in the reconstruction of the gullet. 
A trap-door incision is made to facilitate block-dissection of the neck. A 
tracheostomy is made and the growth is removed. The free end of the re- 
maining part of the upper portion of the trachea is sutured to the anterior 
half of the circumference of the esophageal stump. The gap in the posterior 
half of the new pharynx is closed by placing a split-thickness skin-graft 
around a feeding tube passed from the nose to the esophagus. The healthy 
thyroid alz and anterior part of the trachea are allowed to fall back on the 
new posterior pharyngeal wall to form a non-stenosing food-passage. The 
operation is not difficult and appears to be a definite advance in the surgical 
treatment of this distressing condition. 


ANTIBIOTIC THERAPY 

Erythromycin has been recognized to be an effective antibiotic since its dis- 
covery in 1952. By 1954 several esters of erythromycin had been developed. 
Of these, erythromycin propionate has been shown to be an active antibiotic 
in vitro and in vivo and readily absorbed from the gastro-intestinal tract, 
resulting in blood-levels being obtained which are somewhat higher than 
those resulting from administration of erythromycin base. Cronk and 
Naumann (1960) treated 246 cases of infectious disease, including 85 cases 
with acute tonsillitis and 67 cases with other infections of the respiratory 
tract, with excellent results and few side-reactions. 

External otitis continues to be an annoying minor ailment which does 
not always yield easily to treatment. Akroyd (1959) finds that fungi are not 
common offenders, but that there is a high incidence of infection with gram- 
negative organisms, particularly Pseudomonas pyocyanea, and also with 
Staphylococcus aureus. The most effective antibiotics against these organ- 
isms are neomycin, polymyxin and framycetin. Neomycin is effective against 
E. coli and Proteus vulgaris and some strains of Ps. pyocyanea, particularly 
in combination with hydrocortisone. Polymyxin is highly effective against 
Ps. pyocyanea and moderately so against coliforms and fungi. Neomycin, 
polymyxin and hydrocortisone are combined in ‘otosporin’ ear-drops. 
Framycetin, which has a somewhat similar action, has been combined with 
prednisolone in ‘cortibiotic’ ointment. Using these preparations in a series 
of 33 acute and 36 chronic cases among Servicemen and their wives and 
families in Singapore, Akroyd obtained good results with the framycetin- 
prednisolone treatment in 94 per cent. of acute cases and in 79 per cent. of 
similar cases with neomycin-polymyxin-hydrocortisone drops. Both pre- 
parations gave good results in 64 per cent. of chronic cases. Unfortunately 
there was a high tendency to recurrence: 35 per cent. in the former and 
50 per cent. in the latter group. 
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Of the nitrofuran group of antibiotics I have obtained promising results 
with ‘altafur’ in staphylococcal and F. coli infections. It is claimed that an 
important advantage of the nitrofurans over many other antimicrobial 
agents is that most bacteria appear to develop only slight resistance to the 
nitrofurans, a considerable advantage indeed. It appears probable that they 
act by interfering with the enzymes responsible for bacterial fission and 
multiplication. It is, of course, hard to assess accurately the value of any 
treatment in clinical trials because of the difficulty in establishing proper 
controls. ‘Altafur’, however, appears to be efficacious in the treatment of 
various types of staphylococcal and other infections in children, possibly 
more so than any other single agent, and to be singularly free from toxic 
side-effects. 

The routine use of antibiotics continues to be discussed, and it appears 
that there is still a tendency to use them too often and sometimes in inade- 
quate dosage. Fry (1958) recorded 482 attacks of acute tonsillitis and 552 
attacks of acute otitis media. He found that antibiotics were required in 
25 per cent. of cases of acute tonsillitis and 22 per cent. of cases of acute 
otitis media. He concluded that large proportions of these cases would sub- 
side satisfactorily without the need for specific drugs and that many prac- 
titioners are using these drugs unnecessarily—a conclusion with which most 
of us will agree. 
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IN considering advances in treatment during recent years there are two 
conditions which merit special consideration: cataract and trachoma. 
Cataract accounts for more than 40 per cent. of blindness in those over 
seventy years of age and it is reliably estimated that a quarter of the inhabi- 
tants of the globe are affected by trachoma, a disease which results in more 
visual incapacity than any other. In the management of both there have been 


great advances. 

Another field in which there has been a substantial change in outlook 
is the treatment of the squinting child, where it is now recognized that 
early surgical intervention, when indicated, can play a great part, together 
with orthoptics, in assisting the normal development of binocular function. 
We must also, in any appraisal of advances in treatment, consider the place 
of antibiotics and of steroids in ophthalmology: their use and their abuse. 


CATARACT 
Zonulolysis.—In 1958, Joaquin Barraquer reported that an enzyme, alpha- 
chymotrypsin, prepared from bovine pancreas, had an apparently selective 
lytic action on the suspensory fibres of the lens. The equator of the lens is 
attached to the ciliary body by zonular ligaments and the posterior surface 
of the lens is adherent to the face of the vitreous through fibres known as 
the ligament of Wiegert. The strength of these attachments becomes less 
as one grows older. In using a/pha-chymotrypsin, the incision in to the eye 
is made in the usual way following which a small quantity of an aqueous 
solution of the enzyme is injected beneath the iris so as to reach the posterior 
chamber of the eye where it can exert its lytic effect upon the equatorial 
zonular ligaments ; it cannot, however, reach the posterior surface of the lens. 

The discovery of alpha-chymotrypsin has undoubtedly been a major 
advance and will be of particular value in the operative treatment of 
cataract in patients in the 20 to 60 years age-group. In those over 60 years 
of age there is normally no difficulty in freeing the lens without the use of 
the enzyme, and in juvenile cataracts and in young children its use is 
fraught with grave hazards because of the strong attachment of the lens 
to the vitreous. The value of alpha-chymotrypsin is therefore mainly in the 
treatment of the young adult or the middle-aged patient for whom, in 
selected cases, it will make cataract surgery safer for the patient. 

Artificial implants—The use of plastic implants to replace the lens re- 
moved from the eye has received great publicity but this procedure, a 
relatively simple one from the surgeon’s point of view, is not without 
complications. The insertion of implants behind the iis (posterior implants) 
October 1960. Vol. 185 (466) 
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has now been abandoned but great interest now centres around the use of 
anterior chamber implants, a procedure first suggested by Strampelli. A 
small artificial lens, with a radius of curvature of about 13 mm. and with 
thin extremities of 0.3 mm. or less, is introduced into the anterior chamber 
and has the great merit over the older posterior implants that, if complica- 
tions do occur, such as a rise of tension or persistent irritation of the eye, 
the implant can readily be removed. Complications do occur, however, and 
eyes have been lost as a direct result of the insertion of such a ‘foreign body’. 

In the hands of a competent surgeon the complications of the classical 
intracapsular extraction of cataract are few in number and it is clear that 
any operative technique, such as the use of artificial implants, which may 
introduce complications of its own, must be used only in selected cases. 
It may well be that with greater experience of their use the complications 
may become so few as to be of negligible importance; if this should prove 
to be the case the procedure would certainly be advantageous for the young 
adult for whom the wearing of spectacles with a high correction is an un- 
doubted disadvantage. As in the case of al/pha-chymotrypsin, this new tech- 
nique is extremely hazardous in adolescents and in children and its true 
value in the case of adults is not yet known. 

Management of the patient.—The greatest advance in the treatment of 
patients with cataract during the past few years has been the changed post- 
operative management of the patient. We no longer shackle our patients 
and make them lie flat in bed for two weeks with the head between sand- 
bags and with both eyes bandaged. Some surgeons cover both eyes for 
twenty-four hours but after that only the eye which has been operated 
upon is covered and the patient is allowed out of bed on the first or second 
day after operation. The ‘waiting period’ until the cataract ‘matured’ has 
gone but patients still worry about the postoperative period: whether they 
may do something which may ruin the surgeon’s work. One of the most 
important measures in preventing complications is to dispel from the 
patient’s mind any nervousness about the operation and to stress that the 
postoperative period is no longer a thing to be dreaded. In cases in which 
the surgeon prefers to use a local anzsthetic, sedation should be just suffi- 
cient to dispel any fear. 

TRACHOMA 

In 1957, T’ang, Chang, Huang and Wang reported the culture in hen eggs 
of a virus, probably that of trachoma, and the inhibition of viral growth by 
penicillin. In 1958, Collier and Sowa, working in The Gambia under the 
auspices of the Medical Research Council, succeeded in isolating viruses 
from cases of trachoma using the technique employed by the Chinese 
workers. In their morphological and serological characteristics they closely 
resembled those of the psittacosis lymphogranuloma group of atypical 
viruses which form an intermediate link between the typical viruses and 
the rickettsiz. 

The next step forward in this fascinating programme of research was the 
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experimental inoculation, at the Institute of Ophthalmology in London, of 
human volunteers with a virus isolated from a trachomatous patient and 
subjected to serial passage in the laboratory (Collier et al., 1958, 1960). The 
volunteers developed the typical clinical picture of trachoma in both con- 
junctiva and cornea; the cytology of conjunctival scraping and the epithelial 
inclusion bodies were typical of trachoma and the virus was repeatedly re- 
isolated from the conjunctiva which remained free of bacteria other than 
commensals. The disease in the inoculated eye was terminated by the oral 
administration of sulphadiazine. Treatment with penicillin was ineffective 
with this particular virus strain. 

More recently, Mann (1960) has reported on the use of sulphamethoxy- 
pyridazine in the treatment of trachoma in schoolchildren in Western 
Australia. This is a slow-acting relatively non-toxic sulphonamide which 
only has to be given once a day. As the dose is based on age, not weight, 
and as all the schoolchildren were aged six or older, a single tablet a day 
(with three on Friday) was all that was required in most cases. The children 
were not segregated and many went to camps for holidays after the treat- 
ment was finished. Children of six years of age or over were given one 
tablet a day, those between two and six years half-a-tablet daily and infants 
a quarter tablet. Most of the children treated were in fact of school age 
and 102 cases were so treated. Mann reports that in every case the same 
sequence of events took place within three months: flattening of the follicles, 
disappearance of hyperemia and of papillar hypertrophy and cessation of 
discharge. That sulphamethoxypyridazine acts by killing the virus was shown 
by the number of patients observed who had no secondary infection. The 
response seemed to be quicker and better than to other sulphonamides, and 
Mann suggests that the ease of administration would seem to make it the 
treatment of choice at the moment. 

It would appear that certain strains of the trachoma virus will be sus- 
ceptible to penicillin and others to various sulphonamides. 


THE SQUINTING CHILD 

The development of binocular vision is nearing the stage of completion at 
the age of five but is not fuliy established until eight years of age. The four 
methods of treatment available to us are the provision of spectacles where 
these are required to correct an error of refraction; occlusion of the good 
eye where amblyopia has developed in the squinting eye; orthoptic treat- 
ment; and surgery. If there is a moderately high error of refraction the 
provision of spectacles may be all that is required to bring the eyes into 
proper alignment. It is not the degree of squint that matters but whether 
it is Constant or intermittent; if a squint is constantly present or present 
for most of the day the normal development of binocular vision cannot 
take place. 

If a squint occurs during the first two years of life, is constantly present 
and not appreciably improved by spectacles, it is now recognized that early 
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surgery should be advised in order to render the eyes parallel and allow the 
normal evolution of binocular function to develop without hindrance. If 
the squint first appears when the child is 34 to 4 years of age orthoptic 
treatment should be given both before and after surgery. 


CHEMOTHERAPY IN OPHTHALMOLOGY 
Systemic therapy.—In infective conditions in the orbit, lids, conjunctiva, 
lacrimal passages, iris, ciliary body and choroid, all highly vascular areas, 
the systemic administration of antibiotics follows the rules governing their 
use in general. In this connexion, however, it is important to remember 
that bacteriostatic drugs (such as chloramphenicol, the tetracycline group 
and the sulphonamides) should be used with caution since they may so 
affect the bacterial population as to make bactericidal drugs (such as peni- 
cillin, streptomycin, neomycin, erythromycin and polymyxin) ineffective. 

Penicillin, for example, is a bactericidal agent which exerts its greatest 
effect upon micro-organisms in active growth and streptomycin acts on 
certain non-proliferating organisms which are not significantly affected by 
penicillin. Chloramphenicol, on the other hand, is mainly bacteriostatic in 
its action, and Jawetz and his co-workers (1951) have demonstrated in 
in vivo experiments on streptococcal infection in mice that chloramphenicol 
can inhibit the action of penicillin if given before, or simultaneously with, 
the latter. Bactericidal drugs are ‘killers’ and should be reserved for acute 
and dangerous conditions; when required they shouid be given in big doses 
for short periods. Bacteriostatic agents should never be used at the start of 
treatment in acute conditions which may require the use of bactericidal 
agents. 

Topica! use.—In the treatment of infective lesions of the avascular cornea 
the dose administered systemically has to be increased so as to achieve as 
high a blood-level as possible in order that sufficient ‘spill-over’ may take 
place into the cornea, and we have to combine such treatment with local 
instillations or injections. The rational use of topical antibiotics in oph- 
thalmology was reviewed by Frederick Ridley in 1958. In a study of a large 
series of cases he found that the belief that ‘contact dermatitis’ from the 
use of chemotherapeutic agents, such as penicillin and sodium sulpha- 
cetamide, is common is a fallacy. He found that no case of dermatitis 
occurred in 2,800 weeks of treatment with drops and only four cases 
occurred in 2,161 weeks of treatment with ointment. It should be noted 
that the ointment base used was: ‘eucerine’, 20 per cent., with liquid 
paraffin, 40 per cent., and soft white petroleum, 40 per cent. 

In most cases allergy to antibiotics results either from prolonged use or 
from reaction to a substance, other than the antibiotic, used in the making 
of the ointment. 

STEROIDS IN OPHTHALMOLOGY 
Steroids can be of great value in certain diseases of the eye, in that cortisone 
and hydrocortisone, or the more recent variants, prednisone and pred- 
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nisolone, may be used as topical applications without any danger of pro- 
ducing systemic ill-effects. Hydrocortisone is absorbed slowly and is only 
about one-seventh as soluble in plasma as cortisone; consequently, it is 
ideal for the treatment of allergic conditions of the lids and conjunctiva. 
On the other hand, its penetration into the anterior chamber of the eye is 
poor compared with cortisone and it is therefore relatively ineffective in the 
treatment, for example, of acute iritis or iridocyclitis. Another effect of 
steroid therapy—the ability to lessen vascularization of tissues—is of great 
value to the ophthalmic surgeon in the pre- and post-operative treatment of 
corneal grafting. 

The principal indications for the local use of steroids in ophthalmology 
may be briefly summarized as follows :— 

Conditions in which the use of hydrocortisone is indicated in preference to cortisone:— 

Contact dermatitis 
Allergic conjunctivitis 
Spring catarrh 
*Phlyctenular disease 
*Episcleritis and scleritis 
(* Effects variable) 
Conditions in which cortisone should be used, and in which hydrocortisone is relatively 
ineffective :— 
+Acne rosacea kerato-conjunctivitis 
*Kerato-conjunctivitis sicca 
Interstitial keratitis 
Iritis and iridocyclitis 
(+ In this instance the use of cortisone is not without danger and such cases 
require the closest cooperation between the general practitioner and the specialist) 
(* Effects variable) 

In the treatment of iritis and acute iridocyclitis steroids can be of great 
value in damping down the inflammatory reaction and preventing adhesions 
from forming between the iris and the lens. As is the case elsewhere in the 
body, however, such treatment is only effective if the causal condition is 
one which can be effectively treated by antibiotics or other means, or if 
it is a self-limiting disease. 

In certain conditions the misguided use of cortisone may be disastrous: 
for example, the use of cortisone in the treatment of an early dendritic 
ulcer of the cornea is absolutely contraindicated since the virus is not sus- 
ceptible to antibiotics and the steroid simply interferes with the patient’s 
natural powers of resistance to the infection (Scott, 1960). 
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By the use of combinations of drugs and adjustments of the regimen amount- 
ing to a bio-assay of the patient’s responses to drugs, it has been possible 
for many years to avoid severe side-effects in most patients while reducing 
the blood pressure in hypertension to normal, or near-normal levels. ‘To 
do this, however, often involved the trial of many drugs, the use of which 
demanded pharmacological and clinical experience from the doctor and 
time-consuming cooperation by the patient. The outstanding advances of 
the last few years have made it practicable to obtain good blood-pressure 
reduction in an even larger proportion of patients without discomfort, the 
most important advances being the discovery of groups of diuretic drugs 
which assist blood-pressure reduction and two new groups of drugs which 
blockade the activity of the sympathetic nervous system without leading to 
significant change in the activity of the parasympathetic system. These 
latter are bretylium tosylate (‘darenthin’) and guanethidine (‘ismelin’). 

The reversal of many of the clinical manifestati .ns of hypertension by 
effective hypotensive therapy supports the view that high blood pressure 
was their cause. The idea that high blood pressure might be a protective 
mechanism securing tissue nutrition in the presence of contracted blood 
vessels is no longer widely held although it is recognized that reduction of 
the blood pressure to normal sometimes causes symptoms of cerebral or 
coronary ischemia. Such symptoms, however, can usually be dispersed in 
a few minutes if the blood pressure is raised promptly, for example, after 
ganglion-blocking drugs or bretylium tosylate by adoption of the horizontal 
posture. 

Many distinct pathological processes lead to hypertension but whatever 
factors are responsible it is apparent that high blood pressure of sufficient 
degree and duration, irrespective of the primary cause, may lead to a series 
of clinical manifestations including retinal changes, breathlessness on exer- 
tion, cardiac asthma, congestive heart failure, an enhanced tendency to 
angina and such cerebral manifestations as headaches, encephalopathic 
attacks of various kinds, dizzy attacks and strokes. 

Before a decision can be taken about treatment a clinical investigation 
should have distinguished between those patients with essential hyper- 
tension and those with secondary hypertension from such conditions as 
pyelonephritis, nephritis, unilateral renal ischemia, pheochromocytoma, 
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Cushing’s syndrome, aortic coarctation. In some of these conditions treat- 
ment will be directed to the primary cause of the hypertension but, with 
few exceptions, the methods which reduce the blood pressure in essential 
hypertension do so in patients with hypertension from other causes. In 
some cases, however, for example renal insufficiency, some modification of 
the customary procedures may be needed. 


EXPECTATION OF BENEFIT 
Degrees of blood-pressure reduction which probably do not influence the 
long-term prognosis appreciably may give symptomatic relief. Symptomatic 
therapy may have had some justification in the past, to curtail side-effects, 
but as a policy it is now unjustifiable because, in almost all patients, adequate 
blood-pressure reduction without significant side-effects is practicable. 
When the blood-pressure level is sufficiently reduced certain improvements 
are so consistent that failure to obtain them suggests a defect in the regimen. 
One may expect the disappearance of papilledema, retinal exudates and 
hemorrhages. Headaches, dizzy attacks and encephalopathic attacks are 
almost always prevented or reduced by effective treatment. Relief of cardiac 
asthma and congestive heart failure and breathlessness is obtained, usually 
without recourse to other measures such as digitalis or salt-poor diets. 

The relationship of a continued cardiac overload to congestive heart 
failure deserves emphasis (Smirk et al., 1958). Before the hypertensive group 
of diuretics became available our results in patients with cardiac asthma 
and congestive heart failure were as follows. Of 41 patients presenting with 
cardiac asthma but no general congestive heart failure, 35 were relieved of 
cardiac asthma and maintained their improvement and activity without 
recourse at any stage to digitalis, diuretics, or more salt restriction than the 
instruction not to add salt after cooking. The patients who presented with 
general congestive heart failure, with or without cardiac asthma, were more 
severe and somewhat older. Of 44 patients in this category, 20 were re- 
turned to and maintained in activity without the use of digitalis, diuretics 
or significant salt restriction. The remainder required one or more of these 
adjuvant forms of therapy. 

A follow-up of our patients over a period of eight years indicates an 
appreciable reduction in the mortality of retinal grade 3 cases. Compared 
with untreated controls there is also a reduction to approximately one-half 
in the mortality of grade 2 cases (P<0.001). Over the period of eight years 
we have calculated the effect of treatment upon the number of life-years 
which have been lost during a period of observation. For example, a patient 
first examined eight years ago would now have a possible eight life-years 
under observation; if, however, this patient had died one year ago, one life- 
year out of the possible eight would have been lost. Expressing our results 
in this way we find 94.1 out of a possible 295.9 life-years were lost amongst 
untreated grade 2 hypertensives (31.8 per cent.), whereas among treated 
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patients 156.1 out of 1,087.4 life-years were lost (14.4 per cent.) The inci- 
dence of stroke among our hypertensive patients is appreciably reduced by 
effective blood-pressure reduction. An insufficient degree of blood-pressure 
reduction may, and usually does, prevent death from heart failure, but poor 
blood-pressure control does not prevent strokes and an increase in cerebral 
vascular deaths may partly offset the reduction in deaths from heart failure. 
There is no objection to treating patients over 70 years of age provided 
they have some potentially reversible condition such as heart failure. 

The mortality figures amongst our hypertensives are not only reduced 
but changed in character so that now uremia and cardiac infarction form 
a large proportion of the total deaths. It is the opinion held in our clinic 
that the treatment is inadequate in any large collection of patients where a 
majority of deaths are from heart failure or from cerebral vascular accidents. 
In our clinic we have aimed during the last ten years at maintaining the 
blood pressure near to normal and for as much of the 24-hour day as was 
practicable. Much time was spent in adjusting the regimen so as to main- 
tain this degree of blood-pressure reduction without involving the patient 
in side-effects which could not be tolerated for long. 


THE SELECTION OF PATIENTS FOR 
HYPOTENSIVE THERAPY 

The criteria for selecting patients suitable for hypotensive therapy are 

changing rapidly, for it is becoming simpler to obtain a good control over 

the blood-pressure level and already in 1960 important side-effects need not 


occur in more than a small proportion of patients. Our Dunedin clinic 
adopted early the policy of treating some symptomless hypertensives. A 
partial justification for this policy is the finding, based on ten years’ experi- 
ence, that the mortality in grade 2 patients is less in treated than in sub- 
stantially untreated controls. 

It is quite generally recognized that patients with malignant hypertension, 
grade 3 retinopathy, cardiac asthma, congestive heart failure or substantial 
hypertensive breathlessness, should be given treatment. When patients have 
substantial headache, dizzy attacks or encephalopathic attacks, treatment 
may be given and when they are of hypertensive origin relief may be ex- 
pected. Many physicians including ourselves consider that patients who 
exhibit hypertensive changes in the electrocardiogram or appreciable cardiac 
enlargement are in need of treatment. 

When patients exhibit no recognizable hypertensive manifestations, apart 
from an increase in casual blood pressure, it may be difficult to decide 
whether treatment is desirable. In some patients the casual blood pressure 
may fall under basal conditions from hypertensive to fully normotensive 
levels. In other patients there is little fall. A follow-up of over 270 sub- 
stantially untreated patients for periods of eight years indicates a close 
correlation between the basal blood pressure and prognosis (Smirk et al., 
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1959). The supplemental blood pressure, which is a casual blood pressure 
minus the basal blood pressure, bears little relationship to prognosis. In 
most patients whose casual blood pressure often exceeds 200/110 mm. Hg, 
treatment is probably required. Usually the basal blood pressure is very 
much less than the casual blood pressure. We find that males with basal 
blood pressures exceeding 150/85 mm. Hg, and females with a basal blood 
pressure exceeding 160/100 mm. Hg, have a decided increase in mortality 
in a five- and also in an eight-year follow-up. In terms of the follow-up 
study we consider that it is usually desirable for such patients to have pre- 
ventive hypotensive therapy. 

We have regarded recent coronary or cerebral thrombosis as usually a 
contraindication. After a period of six weeks’ treatment, however, hypo- 
tensive therapy has been undertaken when indicated, but avoiding hypo- 
tension. We have not undertaken preventive treatment in symptomless 
patients over 70, but use hypotensive drugs when reversible conditions 
resulting from hypertension are present. 


PRINCIPLES OF TREATMENT AND OF CONTROL 

In our clinic we advocate reduction of blood pressure to near normal levels 
for as much of the 24-hour day as is practicable. Blood pressures taken in 
an outpatient department or a doctor’s consulting room are seldom a repre- 
sentative sample of the varying blood pressures at other times. Usually the 
blood pressure rises in the presence of the doctor and his sphygmomano- 
meter, and this may conceal genuine falls of considerable magnitude at 
other times. Alternatively, visits to the doctor may coincide with the time 
of maximum drug action and the blood pressures at other times may rise 
to a high level. To establish a satisfactory regimen our clinic patients attend 
throughout the day for a period of two or three weeks. The clinic employs 
four whole-time technicians who measure blood pressures at half-hourly or 
hourly intervals throughout the day and note any correspondence between 
the blood-pressure level and side-effects. Blood pressures are measured in 
the standing posture, usually in the sitting posture also, sometimes in the 
lying posture. Not infrequently patients who show little or no blood- 
pressure reduction at a routine monthly or three-monthly visit can be seen 
to have considerable blood-pressure reduction on all-day tests. On the basis 
of such tests alteration in the dosage and in the distribution of doses may 
be undertaken on objective evidence so as to secure a longer control over 
the blood-pressure levels. 

Needless to say, for comparatively mild hypertensive persons who are 
given preventive therapy the simpler drugs with few side-effects will be 
the more appropriate and in such early cases will usually prove sufficient. 

The somewhat complicated pharmacology of hypotensive agents precludes 
an adequate account in a brief review. A detailed account has been given 
elsewhere (Smirk, 1957). First it may be stated that most hypotensive drugs 
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in use at the moment act partly or entirely by reducing the sympathetic 
control over blood vessels. This does not mean necessarily that success in 
the treatment of hypertension depends upon the type of hypertension under 
treatment being neurogenically maintained. It is an interesting thought that 
some types of hypertension in which the rise of blood pressure is not neuro- 
genically maintained may be treated by decreasing the normal neurogenically 
maintained fraction of the blood pressure, thus compensating for the ab- 
normal by reducing the normal. Reference will be made first to milder, 
though in general less effective, drugs; an account will then be given of 
ganglion-blocking agents and the new sympatholytic drugs. 


THE RAUWOLFIA ALKALOIDS 

There are at least three Rauwolfia alkaloids of established value as hypo- 
tensive agents. They are the well-known reserpine and the less well-known 
rescinnamine and canescine. For some patients the last two alkaloids have 
advantages over reserpine and have been used in our clinic for a period of 
five years. We have been most surprised that their use has not become more 
general. The hypotensive alkaloids of Rauwolfia have at least two actions 
which may influence the blood-pressure level. First, there appears to be an 
inhibition of the central connexions of the sympathetic nervous system, 
probably in the hypothalamus. Secondly, in the experimental animal one 
may demonstrate a direct action on peripheral blood vessels (McQueen 
et al., 1954, 1955). It is not known to what extent, if at all, this last action 
is obtained clinically. ‘The exact means by which the substances affect the 
central connexions of the sympathetic nervous system is not yet clear but 
it is supposed to be related to the effect of these drugs in causing the release 
of 5-hydroxytryptamine from nerve cells. Burn and Rand (1959) reviewed 
the evidence concerning another action, namely, the dispersal of nor- 
adrenaline from the endings of the sympathetic nervous system. It may be 
that this action explains the peripheral vasodilator effect of reserpine on 
blood vessels, which we have observed (McQueen et al., 1954). Large doses 
of reserpine (e.g. 6 mg.) will produce flushing, and after a delay of some 
hours a distinctive fall of blood pressure in many patients. Such doses are 
unsuitable for continued administration in hypertensive patients. 

In occasional patients Rauwolfia alkaloids produce a substantial, some- 
times a fully adequate, reduction of the blood pressure. This, however, is 
exceptional in severe cases. Fortunately, even in patients whose reactions 
to Rauwolfia alkaloids in conventional doses are no greater than their 
reactions to placebos, one can rely upon an enhancement of the action of 
ganglion-blocking drugs, the new sympatholytic drugs bretylium tosylate 
and guanethidine and such hypotensive diuretics as chlorothiazide and 
hydrochlorothiazide. For this reason a small dose of a Rauwolfia alkaloid is 
a suitable background to many forms of hypotensive therapy. There is 
little postural hypotension with ordinary doses but this may be observed 





476 THE PRACTITIONER 


with the very large doses (6 mg. or more daily) which are sometimes given 
in psychiatric disorders. The hypotensive effects of Rauwolfia alkaloids in 
small doses are not fully manifest for at least two weeks. 
Side-effects.—Doses of reserpine in excess of 0.5 mg. daily (e.g. 1.5 mg. 
daily) eventually produce severe mental depression in a number of patients 
and suicides are by no means uncommon. Our experience, however, has 
been that if doses are kept at a low level depression, if it occurs, is seldom 
severe. The doses we employ do not exceed 0.5 mg. of reserpine, or 0.75 
mg. of rescinnamine, or 1 mg. of canescine daily. More often we use half 
of these doses. The difference between reserpine, rescinnamine and cane- 
scine is that the last two appear less likely to induce depression in compar- 
able hypotensive doses. Other symptoms, such as the occurrence of night- 
mares, are also less frequent with the last two drugs. Nasal congestion is 
not always present to the same degree with these three alkaloids and when 
the symptom is troublesome a change may give relief. It is well to remember 
that Rauwolfia alkaloids may occasionally give rise to manifestations which 
appear to be due to release of parasympathetic activity: thus there may be 
an increase in asthmatic attacks, biliary colic or activation of a peptic ulcer. 


CHLOROTHIAZIDE AND HYDROCHLOROTHIAZIDE 

Great interest and importance attach to this group of hypotensive diuretics. 
The first of these substances to be used widely was chlorothiazide (Wilkins, 
1957), ordinarily given in a dose of 500 mg. twice daily. Soon afterwards it 
was discovered that hydrochlorothiazide was equally effective in about 
one-tenth of the dose. These substances cause some loss of potassium in 
the urine. Whilst, no doubt, some patients can continue to take these drugs 
without the administration of potassium supplements we have found it 
desirable to administer 0.3 g. of potassium chloride thrice daily as a routine. 
This is particularly important in patients who are on digitalis since its 
action is exaggerated in states of potassium deficiency. In a significant pro- 
portion of patients, especially the mild ones, a useful fall in blood pressure 
occurs with diuretic drugs only. In some instances this may decrease the 
blood pressure even to normal in patients whose basal blood pressure was 
high. Large blood-pressure reductions sometimes occur in patients with 
advanced hypertensive disease who had presented difficulty in management, 
but some patients have no greater a fall than that induced by placebos. 
Better falls of blood pressure may be obtained by the combination of a 
hypotensive diuretic with a Rauwolfia alkaloid and the combination may 
suffice in a number of mild or moderate hypertensive patients. 

Even patients who have only slight falls of blood pressure with hypo- 
tensive diuretics almost invariably exhibit an increase in the response to 
ganglion-blocking drugs and bretylium tosylate. ‘The hypotensive diuretics 
are therefore valuable as a background therapy, making it possible to 
reduce the doses of ganglion-blocking drugs and thereby reduce side-effects. 
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The exact mode of action of the hypotensive diuretics is not known. It 
seems possible that some redistribution of body fluids may be concerned in 
the hypotensive action of these diuretic substances but whether other factors 
are also concerned is at present unknown. A relevant observation was made 
by O’Donnell (1959) who showed that purgation, salt deprivation, mercurial 
diuresis and other cenditions likely to be associated with a decreased blood 
volume led to an increase in the response to ganglion-blocking drugs. In 
contrast, the infusion of blood or of salt-free dextran solution caused a de- 
crease in the response to these substances. McQueen and Morrison have 
noted a relationship between hypotensive activity and the extracellular 
fluid volume. 

Two new hypotensive diuretics have recently become available for clinical 
testing. Trichlormethiazide (‘fluitran’; ‘naqua’), 4 mg. of which is slightly 
more active than 50 mg. of hydrochlorothiazide, has also the property of 
enhancing the response to ganglion-blocking and sympatholytic drugs. 
Bendrofluazide (‘aprinox’; ‘centyl’; ‘neo-naclex’) contains fluorine, and 
5 mg. is approximately equivalent to 50 mg. of hydrochlerothiazide. 

Side-effects—Side-effects are few, but such as occur are more frequent 
with chlorothiazide than with hydrochlorothiazide. The main discomforts 
encountered are indigestion, skin irritation, and urinary discomfort (Smirk 
et al., 1960). Jaundice, acute pancreatitis, glycosuria and agranulocytosis 
have been described but have not been encountered in over 200 of our 


clinic patients who are receiving these drugs. 


GANGLION-BLOCKING DRUGS 

The pharmacology of ganglion-biocking drugs is already well known. They 
blockade the sympathetic and parasympathetic ganglia, and some para- 
sympathetic side-effects are an inescapable consequence of their action when 
they are used alone. At the present time they are the most potent of the 
hypotensive agents and remain indispensable for many cases of advanced 
hypertensive disease. All of the ganglion-blocking drugs require a most 
careful adjustment of the dosage level in terms of the response of the indi- 
vidual patient. Doses which are approaching an effective level may have 
comparatively little effect; thereafter small additions bring the action of the 
drug into the effective range and further small additions into the excessive 
range. 

There are important differences in the actions of the various ganglion- 
blocking drugs. Whereas pentolinium (‘ansolysen’) and chlorisondamine 
(‘ecolid’) both exhibit drug toleration, trimethidinium (‘ostensin’ ; ‘camphi- 
donium’), though a quaternary ammonium compound, does not do so to 
any important extent. Likewise the amines, mecamylamine (‘inversine’) and 
pempidine (‘perolysen’; ‘tenormal’), do not lead to drug toleration, an ad- 
vantage in that less time is expended in obtaining a stable and effective regi- 
men of blood-pressure reduction. The amines have the further advantage 
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that they are completely or almost completely absorbed from the alimentary 
canal and this is responsible, in part at least, for their high oral potency. 

All ganglion-blocking drugs diminish the action of the homeostatic 
mechanisms, leading thereby to consequences common to all of these 
drugs. Thus their action is greatest in the standing posture, intermediate 
sitting and least lying. The fall of blood pressure in the lying posture may 
be trivial. This means that, in order to keep the dose of ganglion-blocking 
drug at a level which reduces the blood pressure adequately without im- 
portant side-effects, it is necessary to make use of posture in the treatment 
of the patient. The patient on ganglion-blocking drugs should be in the 
sitting or standing posture during the day and should sleep propped up in 
bed with a back-rest at 45° at night. If the latter is impracticable then the 
head of the bed may be raised on blocks 16 inches (40 cm.) high. Attempts 
to maintain blood-pressure reduction with ganglion-blocking drugs, with- 
out the use of posture, produce inadequate results. The gesture of advising 
patients to have an extra pillow or so at night is entirely inadequate. 

We consider it essential to regulate the doses with the patient in the 
standing posture if the patient is ambulant; otherwise a blood-pressure fall 
which may seem to be reasonable and adequate with the patient sitting may 
cause hypotensive symptoms when the patient is standing. The maximum 
desirable blood-pressure reduction in an ambulant patient is to normal or 
near normal levels in the standing posture at the trough of the blood- 
pressure fall. When the blood pressure is reduced to this extent it is found 
in practice that the duration of the blood-pressure reduction will be 
adequate. When, however, the trough of the fall is to some level such as 
160/90 mm. Hg, the fall of blood pressure will be of much shorter duration 
and probably quite inadequate. If patients are confined to bed the control 
of blood-pressure levels should be undertaken with the patient in the 
sitting posture. 

Other features of the action of ganglion-blocking drugs which depend on 
interference with the homeostatic mechanisms of the body are that the fall 
of blood pressure is exaggerated by strong purgation, vomiting, strong 
diuretic drugs, a hot environment, loss of blood, a febrile illness and de- 
salting. In contrast, the effect of ganglion-blocking drugs is reduced by 
blood transfusion or by infusion of dextran solution, even by salt-free 
dextran. 

Side-effects.—Whilst all ganglion-blocking drugs cause parasympathetic 
side-effects, there are differences between one drug and another. For 
example, rather more constipation is caused by mecamylamine and pempi- 
dine than by pentolinium and trimethidinium, whereas trimethidinium 
tends to cause more visual blurring. There has been little delayed toxicity 
with ganglion-blocking drugs, the main exception being with mecamyl- 
amine, which has led to the occurrence of gross flapping tremors, associated 
in some instances with toxic delirium. In mild cases the symptoms have 
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passed off soon after stopping the drug but in others they have persisted 
and even led to death. Although mecamylamine is very satisfactory for many 
patients we have had a preference for pempidine and some of its homo- 
logues which do not appear to have caused this symptom. Pentolinium has 
now been used extensively since 1952 without leading to delayed toxic 
reactions. 
BRETYLIUM TOSYLATE 

The development of bretylium tosylate by Boura and his colleagues (1959) 
marks a new stage in the development of hypotensive therapy. This pre- 
paration apparently blockades the sympathetic system at its nerve endings 
and perhaps to some extent in the course of nerve trunks. Although the 
drug is a quaternary ammonium compound it does not affect the para- 
sympathetic nervous system. Drug toleration may occur to some degree but 
seldom interferes with the stabilization of a hypotensive regimen. The sub- 
stance is incompletely absorbed from the alimentary tract and large doses 
may be required to control the blood pressure; indeed, sometimes 600 mg. 
thrice daily is insufficient in severe cases. 

The effective dose of bretylium tosylate is not quite as critical as it is 
with the ganglion-blocking drugs though it may vary from 100 mg. thrice 
daily to well over 600 mg. thrice daily. Doses are not necessarily three in 
number and equal, although this is sometimes satisfactory. The times of 
administration depend upon the response of the individual patient but 
times we have often found convenient are before breakfast, at 14.00 hours 
and at bedtime. When unequal doses are used, the largest dose is usually 
given at night. The duration of action depends upon the magnitude of the 
dose. If the blood pressure at the trough of the blood-pressure fall in the 
standing posture is reduced to normal or near normal, the duration of 
blood-pressure fall is usually in excess of four hours, and sometimes the 
effect of a morning dose is prolonged enough to make a dose at 14.00 hours 
unnecessary, or to indicate that only a small supplementary dose is required 
at this time. A large dose at night, combined with the sitting posture, may 
be sufficient to maintain a control over the blood-pressure level which is 
maintained until the morning dose is due. 

The effect of bretylium tosylate is increased by background therapy using 
Rauwolfia alkaloids or hypotensive diuretics, or both. When the dose of 
bretylium tosylate is large, even with background therapy, there may be a 
degree of unpredictability about the absorption. The addition of a potent 
ganglion-blocking drug, for preference pempidine, will make it possible to 
reduce the dose of bretylium tosylate or bring the hypotensive action into 
an effective range without return of the parasympathetic side-effects 
(Smirk and Hodge, 1959). 

Side-effects.—Side-effects are not prominent, though in a few patients 
they are sufficient to justify a change of treatment. The main side-effects 
are indigestion, a peculiar and so far unexplained pain over the parotid 
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gland on eating and such visual symptoms as watering of the eyes, feelings 
of heaviness or tightness and brief episodes of blurred vision which differ 
from the blurring which follows ganglion-blocking drugs. After bretylium 
tosylate the patient can focus quite well but occasionally, when reading, the 
print will blur over. 
GUANETHIDINE 

The development of guanethidine (Mull, Maxwell and Plummer, 1957) is 
a major advance in the pharmacology of hypotensive drugs, for it is another 
potent substance which reduces sympathetic activity without blockading the 
parasympathetic system. Not only does it introduce a new chemical group- 
ing into this class of drugs but it seems likely that the substance has some 
basically different pharmacological properties differing not only from the 
ganglion-blocking drugs but also from bretylium tosylate. Its action when 
given orally is gradual in onset but once established may last on for several 
days after withdrawal of the drug. Bretylium tosylate and the various 
ganglion-blocking drugs have similar actions on the blood pressure and 
exhibit postural hypotension to similar degrees. The hypotensive action of 
guanethidine, however, is somewhat less influenced by posture. This sug- 
gests that the action of guanethidine differs in some way from that of 
bretylium tosylate. The steady and prolonged reduction of the blood 
pressure in favourable cases must afford a greater protection against the 
effects of high blood pressure than is obtained from drugs with a more 
intermittent action. 

Side-effects —From personal communications my impression is that our 
experience with side-effects has been less favourable than in some other 
clinics. The reason may be that we aim at blood pressures in the normal 
range. Perhaps the rather high incidence of side-effects we have observed 
may be avoided when the drug is used in combination with a background 
therapy of hydrochlorothiazide and a Rauwolfia alkaloid. Our total daily 
dosage has ranged from 40 to 150 mg., usually about 60 mg. Some of our 
patients have been entirely free from all unpleasant sensations with sub- 
stantially normal blood pressures. Others have complained of such mani- 
festations as nausea, malaise, diarrhoea, muscle pains, sensations of nervous 
tension, visual symptoms such as watery eyes with momentary blurring, 
and occasionally nasal obstruction. Failure of ejaculation but without im- 
potence occurs. Page and Dustan (1959) noted diarrhoea and bradycardia; 
Brest and his colleagues (1960) reported diarrheea, dizziness, muscle pain, 
drowsiness, failure of ejaculation and insomnia among twelve patients 
treated. It is of interest that the side-effects have often occurred after a 
latent period of eight or ten days, during which the patient was free from 
all discomforts. Certainly in a period of several months’ observation, 
guanethidine proved to be the drug of choice for some patients but many 
patients expressed a preference for other drugs. It seems likely that many 
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of the side-effects of guanethidine can be avoided by using it in combina- 
tion with other drugs. 

PRACTICAL DETAILS 
If asked, among many alternatives, to choose one with which to make a 
start, I should recommend: 

(1) Background therapy using 50 mg. night and morning of hydrochloro- 
thiazide, 5 grains (0.3 g.) thrice daily of potassium chloride, and 0.25 mg. 
daily of reserpine. 

(2) In a mild case I should wait two weeks to allow reserpine to take 
effect and to see if this simple regimen proved to be sufficient. Occasionally 
the reserpine or half of the dose of hydrochlorothiazide would have to be 
omitted. In other cases another drug would be required to induce an ade- 
quate fall. The addition of bretylium tosylate should be made in doses 
administered before breakfast, at 14.00 hours and at bedtime. The dose used 
would be one-half of a 200-mg. tablet thrice daily, increasing the dose by 
half tablets until an action was obtained. 

(3) In a case of moderate severity, my recommendation would be the 
same as for a mild case, except that I would introduce the bretylium tosylate 
sooner. In most severe cases | would expect to have to use ganglion-blocking 
drugs and would use pempidine in an initial dose of 2.5 mg. at the times 
mentioned previously, increasing the dose by stages of 1 mg. Dosage in- 
crease continues until an action is obtained which reduces the blood 
pressure to near normal, say 130/85 mm. Hg, in the standing posture at 
the trough of the blood-pressure fall. 

The practical difficulty is that the practitioner is unlikely to be present 
at the time when drug action has reduced the blood pressure to its lowest 
after-drug level: what we call the trough blood pressure. It is usually 
possible by the patient’s symptoms, to tell when the trough blood pressure 
in the standing posture has fallen to slightly hypotensive levels. When we 
do not ask for an all-day check on blood-pressure levels by our trained 
technicians, we rely on the patient’s symptoms to tell us if blood-pressure 
reduction is adequate. Patients are requested to raise the dose of the drug 
by small increments: even one-quarter of a tablet (50 mg.) of bretylium 
tosylate, or 1 mg. of pempidine, until they begin to experience a little 
faintness in the standing posture at the time of maximum drug action. 

The instructions issued to patients contain the following statement :— 


‘How to Decide if your Dose is Sufficient: 

Reduction of dose.—There is a useful way of telling whether the dose is approxi- 
mately correct or not. You will come to recognize the length of time after taking 
a dose of tablets, when the treatment has its maximum effect upon you. If at this 
time you feel dizzy or faint or have a sense of undue fatigue and an urgent desire 
to flop down, then the dose you are taking is not too small and usually is a little 
too large. Usually if you have sensations of this kind it is correct to reduce the 
dose slightly—e.g. by a quarter or a half tablet. You can go on reducing the dose 
in this way until the dizzy feelings become quite trivial. It is important, however, 
to have the dose as near to the dose which makes you feel a little faint and dizzy 
as is comfortable. 
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Increase of dose.—If you have none of these sensations it is desirable to increase 
the dose by small amounts as are mentioned above until you get the sensations of 
dizziness, etc. Then you may reduce the dose again until these have just disappeared. 
By making a trial of the effect of small dose increases you learn whether your dose 
is high enough. 

The standing test.—There is a way of deciding if you are very near to the correct 
dose without increasing the dose. The test (called the standing test) is to stand in 
front of a clock quite still without any muscular movement, for a period of exactly 
one minute. The test is made at the time when you feel the drug is having its 
maximum action. If your dose is correct you are likely, when standing perfectly 
still, to experience the sensations of slight dizziness referred to above. If you get 
no dizziness or other sensations with the “‘standing test’? then you should increase 
the dose until a little dizziness is experienced under these conditions. The explana- 
tion of the “standing test”’ is that with very quiet standing the blood pressure falls 
to a rather greater extent’. 

(4) It is advantageous to have facilities for measuring the blood pressure 
at half-hourly intervals in the standing posture or in the sitting posture 
when the patient is confined to bed. In these circumstances, supplementary 
doses of bretylium tosylate or pempidine may be given at 1}-hour intervals 
until the blood pressure is beginning to fall, and then at longer intervals. 
In this way an approximate estimate of the dose required may be made in 
one or two days. 

(5) When these stages are complete, the finer adjustments of the regimen 
to suit the individual begin. The times of administration and magnitude of 
individual doses are gradually adjusted so as to maintain blood-pressure 
reduction without significant hypotension. Other drugs may be substituted 
to decrease side-effects. 

I am indebted to May & Baker Ltd. for supplies of pempidine (‘perolysen’), to 
CIBA Ltd., Basle, for supplies of guanethidine (‘ismelin’), to Pennick, New York, 
for supplies of canescine and rescinnamine, to Burroughs Wellcome & Co. for 
supplies of bretylium tosylate (‘darenthin’), and for trimethidinium to Wyeth 
International Ltd. (‘ostensin’) and C. H. Boehringer Sohn (‘camphidonium’). The 
research was carried out under the auspices of the Medical Research Council of 
New Zealand. 
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ADVANCES IN ANTIBIOTICS 


By K. S. MacLEAN, M.D., F.R.C.P. 


Physician, and Assistant Director, Department of Medicine, 
Guy’s Hospital 


NOWHERE in modern therapeutics has progress been more rapid than in the 
field of antibiotics. Not only have many new compounds with antibacterial 
and anti-fungal properties been discovered, but recently much interest has 
been aroused by the demonstration that antibiotics will retard the growth 
of certain tumour cells. Although this observation is obviously of great 
theoretical interest, clinical trials with actinomycin C (‘sanamycin’), ‘sarko- 
mycin’ prepared from S. erythrochromogenes, and ‘amicetin’ have proved 
disappointing and at the present time antibiotics cannot claim a place in the 
routine treatment of malignant disease. It may well be, however, that the 
discovery of new compounds with more potent anti-mitotic powers will in 


the foreseeable future prove to be an important weapon in this field. 


A BEWILDERING CHOICE 
Today the choice of antibiotics has become so wide that the practising 
physician may be excused a sense of bewilderment when called upon to 
prescribe for a patient suffering from a bacterial infection, and the difficulty 
is not lessened by the different names which are often given to the same 
compound by rival drug firms. 

A considerable number of new antibiotics has become available during the 
past two years and many of them are now commercially available in this 
country. They can conveniently be divided into two groups. The first of 
these comprises new chemical compounds derived from the older anti- 
biotics and, whilst their efficiency may be increased and their toxicity 
reduced, the basic antibacterial spectrum of such compounds is substantially 
unaltered from that of the parent antibiotic. The more important examples 
are the new amino-penicillins, dimethylchlortetracycline, triacetyloleando- 
mycin and erythromycin ester. The second group is made up of new anti- 
biotics discovered from fresh sources of living material. Of these, ristocetin, 
vancomycin, kanamycin, colimycin, paromomycin and the anti-fungal 
antibiotics, amphotericin B and griseofulvin, appear to be the most pro- 
mising. It is worth emphasizing, however, that none of these new antibiotics 
is suitable for general everyday administration and, whilst of great value in 
certain circumstances, they in no way supplant the older drugs which still 
hold pride of place as the first line of defence against bacterial disease. 

In the first place it is proposed to review briefly the more important 
antibiotics that command a place in the modern treatment of infections. 
The new compounds will be discussed in rather more detail. Subsequently 
some of the basic principles of antibiotic therapy will be mentioned in 
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order to attempt to give some guidance as to how these compounds should 
be employed if maximum benefit is to be derived from their use. 


CLASSIFICATION OF ANTIBIOTICS 
From a clinical standpoint antibiotics can be divided into the following 
five groups: 

A. Antibiotics suitable for everyday use.This group comprises those 
compounds which may suitably be used as the first line of defence against 
infections and comprises the penicillins and the tetracyclines. The sul- 
phonamides and the nitrofurans derivatives, although not strictly antibiotics, 
are excellent antibacterial agents and from a practical standpoint may 
be included. 

B. Reserved antibiotics.—These antibiotics should usually be reserved for 
cases in which they are either indicated as a result of sensitivity tests or in 
which the patient has failed to respond to an antibiotic of group A. Chloram- 
phenical, streptomycin, the erythromycin group of antibiotics and novo- 
biocin constitute this group. 

C. Specialized antibiotics.-This group is made up of antibiotics which, 
on account of their toxicity or difficulty of administration, are best kept for 
cases in which sensitivity testing has shown them to be more effective 
against the organism than any of the less toxic drugs in the previous two 
groups. In addition to the new antibiotics, ristocetin, vancomycin, kana- 
mycin and colymycin, certain drugs usually reserved for local use such as 


neomycin and polymyxin may occasionally be indicated systemically. 
’aromomycin, although only effective in intestinal infections, may be 


considered here. 

D. Anti-fungal antibiotics.—These consist of nystatin, amphotericin B 
and griseofulvin. 

E. Local antibiotics.—Bacitracin, neomycin, polymyxin and framycetin 


are the common examples. 


ANTIBIOTICS SUITABLE FOR EVERYDAY USE 
Penicillin.—This still remains the most useful antibiotic against most gram- 
positive bacteria. Given orally as phenoxymethylpenicillin (pencillin V) it is 
usually satisfactory for all but the severely ill when parenteral administration 
of benzylpenicillin in frequent doses is essential. 

The new amino-penicillins.—Recent research has resulted in the discovery 
of a large number of new antibiotic compounds synthesized by the sub- 
stitution of various groups in the side chains of the so-called penicillin 
‘nucleus’: 6-aminopenicillanic acid. The first of these, 6-(«-phenoxy- 
propionamido) penicillanic acid (phenethicillin; “broxil’), given orally in a 
dose of 125 to 250 mg. three times daily, results in blood levels considerably 
in excess of those obtained with any other form of oral penicillin therapy. 
It is not, however, recommended as a substitute for parenteral injection 
in subacute bacterial endocarditis, syphilis, meningitis or chronic and deep- 
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seated infections. Of much more potential significance is the subsequent one 
(6-[2,6-dimethoxybenzamido] penicillanate monohydrate), which has just 
been introduced under the name of ‘celbenin’. Preliminary reports (e.g. 
Douthwaite and Trafford, 1960; Thompson et al., 1960) indicate that 
‘celbenin’ is active against staphylococci which are resistant to benzyl- 
penicillin. Should these preliminary reports be confirmed, a definite advance 
will have been made in controlling hospital staphylococcal infections. ‘Taken 
all in all these new penicillins appear to have great possibilities and are 
likely to prove a major step forward in antibiotic therapy. 

Tetracyclines.—The tetracyclines are excellent oral antibiotics of low 
toxicity which are active against a wide range of both gram-positive and 
gram-negative bacteria. The fact that their antibacterial spectrum 1s so 
wide, however, has the serious drawback that superinfection with a re- 
sistant organism (usually a staphylococcus) or a fungus may be a dangerous 
complication. If dosage is to be heavy or prolonged it may be wise to 
combine another anti-staphylococcal antibiotic and an anti-fungal antibiotic 
with the tetracycline. 

Demethylchlortetracycline (‘ledermycin’).—It appears likely that this new 
compound will replace tetracycline itself as the preparation of choice. Most 
effective blood leve's are obtained with as low a daily dose as 600 mg. and 
this may be given in two divided amounts. Blood levels are maintained for 
up to forty-eight hours after treatment is stopped. It is claimed that it 
achieves a greater stability in the body fluid than other tetracycline 
preparations. 

Sulphonamides.—Whilst active against many gram-positive organisms, 
their main use today would appear to be in the treatment of gram-negative 
urinary infections in which they are still of considerable value. 

Nitrofurans derivatives.—The most recent preparation of this group is 
furaltadone (‘altafur’) which is active against a wide range of both gram- 
positive and gram-negative bacteria. It is non-toxic, is administered by 
mouth and may well prove to be a drug of very great importance. 


RESERVED ANTIBIOTICS 
Chloramphenicol.—This is an excellent antibiotic which, in addition to being 
the only effective drug against bacteria of the typhoid group, is active 
against many organisms especially of the gram-negative variety. Its spectrum 
is somewhat narrower than that of the tetracyclines, which is advantageous 
as superinfection is less common. It may occasionally cause fatal aplastic 
anzmia especially with heavy dosage and, although this serious complication 


is very rare, it is wise to reserve chloramphenicol for those cases in which it ig 
specifically indicated. Prolonged or repeated courses should be avoided 


unless essential. 

Streptomycin.—To be effective streptomycin must be given by intra- 
muscular injection. Bacteria develop resistance to it with great rapidity so 
that it is usually wise to combine it with another antibiotic. In treating 
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urinary infections it is essential that the urine be rendered alkaline as this 
greatly enhances its effectiveness. As it is excreted via the kidneys impair- 
ment of renal function calls for a modification in dosage as otherwise toxic 
blood concentrations with resultant eighth nerve damage may occur. 

The erythromycin group.—In addition to erythromycin, this group com- 
prises oleandomycin (‘matromycin’), triacetyloleandomycin (‘evramycin’), 
spiramycin (‘rovamycin’), and carbomycin (‘magnamycin’). All members of 
the group may be given orally and are active mainly against gram-positive 
bacilli, their spectra being very similar to that of penicillin. Cross-resistance 
between antibiotics in this group is the rule so that once an organism has 
become resistant to one, it is usually resistant to all. As erythromycin itself 
is the most active member of the group, the other antibiotics, with the 
possible exception of triacetyloleandomycin, are only indicated in the 
occasional instance when sensitivity tests show them to be the antibiotic 
of choice. 

Erythromycin (‘erythrocin’ ; ‘ilotycin’).—Erythromycin is of great value in 
treating staphylococcal infections but these organisms develop resistance to 
it comparatively easily so that it should only be given if indicated by 
laboratory data or if the patient is so ill that it appears essential to use the 
antibiotic likely to prove the most efficient at once. Neglect of this rule is 
liable to result in the emergence of an erythromycin-resistant staphylococcal 
population. In emergencies an intramuscular preparation is available. 

Erythromycin ester (‘ilosone’).—This new preparation is the propionyl 
ester of erythromycin. It is claimed that higher therapeutic concentrations 
are obtained in the serum than with equivalent doses of other forms of 
erythromycin. 

Triacetyloleandomycin (‘evramycin’).—This relatively new antibiotic ap- 
pears to be considerably more active than oleandomycin itself. Furthermore, 
there is evidence that some strains of staphylococci which are resistant to 
erythromycin may remain sensitive to it. It is given orally in a dose of 
250 mg. to 500 mg. four times daily. It would seem to be a useful member of 
the erythromycin group. 

Novobiocin (‘albamycin’; ‘biotexin’; ‘cardelmycin’; ‘cathomycin’).—An 
excellent oral antibiotic of low toxicity, novobiocin is active against most 
gram-positive organisms and is partially effective against Proteus vulgaris. 
Cross-resistance with the erythromycin group does not occur but organisms 
acquire resistance to novobiocin readily so that it should be reserved for 
special circumstances. It is proving a valuable drug in staphylococcal 
infections which are resistant to the older antibiotics. 


SPECIALIZED ANTIBIOTICS 
Ristocetin (‘spontin’).—This antibiotic, prepared from the actinomyces 
Nocardia lurida, is a mixture of two compounds, ristocetins A and B. It is 
active against gram-positive cocci and in full dosage is bactericidal. Whilst 
its absorption into the spinal fluid is only partial, it has been used with 
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success in meningitis. It is a tissue irritant and has to be given intravenously. 
Each dose may be dissolved in 100 to 150 ml. of 5 per cent. dextrose in 
water and administered as an intravenous infusion over a period of from 
thirty to forty minutes. Alternatively, it may be given directly into a vein 
or into the rubber tubing of a drip provided each gramme is diluted with 
at least 40 ml. of solvent and a minimum of five minutes is taken over the 
injection. The normal daily dose is 11 mg. per pound (23 mg. per kg.) 
administered in two equal amounts. In severe staphylococcal infections and 
in cases of bacterial endocarditis up to 23 mg. per pound (50 mg. per kg.) 
may be required initially but dosage should be reduced to the lower level 
as soon as the clinical condition of the patient improves, as the drug may be 
cumulative and toxic effects are much more common with the higher dosage 
schedule. In bacterial endocarditis therapy should be continued for fourteen 
days or longer. 

The most serious toxic effect is neutropenia. White blood counts should 
be performed regularly during ristocetin therapy and, unless essential to 
the patient’s life, treatment should be discontinued if the total count falls 
below 5000 per c.mm. or if the polymorphonuclear cells account for k ss 
than 50 per cent. of the total white cells. Eosinophilia may be a danger sign. 
Less serious side-effects are thrombophlebitis, drug fever and allergic skin 
rashes, whilst a very occasional instance of deafness and thrombocytopenia 
has been reported although, as these patients were receiving other drugs, it 
was not possible to say whether ristocetin was responsible. Toxic effects are 
especially common in the presence of renal impairment and substantial 
reduction in dosage is necessary in these circumstances. 

Vancomycin was isolated from a streptomyces present in Indonesian and 
Indian soil. Bactericidal in action, its spectrum covers the gram-positive 
cocci and clostridia and it is of major value in treating infections due to 
staphylococci resistant to other antibiotics. Cross-resistance with other 
antibiotics has not been demonstrated. It must only be given intravenously, 
well diluted with saline or 5 per cent. glucose. It is supplied as a dry powder 
in ampoules containing 0.5 g. which must first be diluted with 1o ml. of 
sterile distilled water. The resulting solution must be further diluted by 
either adding it to a minimum of 100 ml. of dextrose or saline solution and 
administering it over at least twenty minutes, or by mixing it in a continuous 
intravenous infusion. The recommended adult dose is 0.5 g. every six or 
eight hours or 2 g. daily in a continuous infusion. The daily dose for children 
is 20 mg. per pound (45 mg. per kg.). ‘Toxic effects, which are especially liable 
to occur in the presence of impaired renal function, are tinnitus and deafness, 
elevation of the blood urea and thrombophlebitis. Absorption into the 
spinal fluid is unsatisfactory. 

Kanamycin (‘kannasynh’).—First isolated from the Streptomyces kana- 
myceticus in 1957, kanamycin is chemically related to neomycin and the 
bacterial spectrum of the two antibiotics is similar, cross-resistance between 
them being complete. It is, however, much less toxic when given paren- 
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terally than neomycin and is normally administered by the intramuscular 
route. It is bactericidal in action and bacterial resistance is relatively slow to 
develop. It has a wide range of action which includes the staphylococcus, 
B. anthracis, Aerobacter aerogenes, Salmonella, Shigella, E. coli, Klebsiella, 
Vibrio and Proteus whilst it may be partially effective against Pseudomonas. 
It is also active against M. tuberculosis. The normal intramuscular dose is 1 
g. daily (children 15 mg. per kg.) in from two to four divided amounts. 

Although much less likely than neomycin to cause eighth nerve damage, 
permanent deafness has been reported. Tinnitus, which usually but not 
invariably precedes this complication, is an absolute indication for with- 
drawing the drug or reducing dosage. In treating acute infections courses 
should not exceed six days and total dosage should be limited to 10 g. As 
kanamycin is excreted via the kidneys, especial caution is necessary in 
patients with renal impairment. Less serious toxic effects comprise pain at 
the site of injection and the occasional appearance of urinary casts during 
therapy. These disappear after treatment is stopped and no permanent renal 
damage has been reported. Kanamycin appears to be an excellent antibiotic 
for a wide range of conditions including infections due to drug-resistant 
staphylococci. The danger of producing auditory nerve damage, however, 
although slight if proper care is exercised, makes it prudent to reserve it for 
severe or resistant infections. 

Colymycin.—This is a new antibiotic which is not yet commercially 
available in this country. It was originally prepared in Japan from Bacillus 
colistinus and may be used as the sulphate, colymycin-S, or as the methane- 
sulphonate, colymycin-M. Its especial importance lies in its bacterial spec- 
trum which includes Proteus vulgaris, E. coli and Pseudomonas. It must be 
administered by parenteral injection, the accepted dose being 500,000 units 
three times daily. Renal damage has been reported following its use. 

Paromomycin (‘humatin’) is an oral antibiotic, prepared from culture 
filtrates of a streptomyces, which is not absorbed from the gastro-intestinal 
tract. It may be useful in treating salmonella, dysenteric and coliform 
infections of the bowel and in sterilizing the gut before surgery. Its main 
importance, however, is in its anti-ameebic properties and it promises to be 
of considerable value in treating intestinal ameebiasis. The normal dose is 
12.5 mg. per pound (27.5 mg. per kg.) daily given in divided doses for 
from five to seven days, although in severe infections double this amount 
may be necessary. Paromomycin is inactive against extra-intestinal forms 
of amebiasis. 

Neomycin.—Neomycin is not absorbed when given by mouth and is of 
considerable value in the preoperative sterilization of the gut and in the 
treatment of intestinal infections. Jt is also used as a local skin antibiotic. Its 
nephrotoxic properties and its liability to cause de4fness make it unsuitable 
for parenteral injection except in the occasional case of urinary infection 
which will not respond to other antibiotics when it may be given in a 
dose of 0.5 g. by intramuscular injection repeated twice over thirty-six 
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hours. Provided the urine is kept alkaline and the organism is sensitive, this 
amount, which is relatively safe, will often prove adequate. The introduction 
of kanamycin, which is much less toxic and has a similar spectrum, seems 
likely to render the parenteral use of neomycin obsolete. 

Polymyxin.—The polymyxins are a group of five antibiotics of which 
polymyxin B is the least toxic. Nevertheless it may be nephrotoxic and 
neurotoxic and therefore its main use is as a topical application. It is not 
absorbed and may be used orally in suitable intestinal infections. Its main 
use lies in the fact that many strains of Ps. pyocyanea are sensitive to it 
and in cases of septicemia due to this organism the intramuscular ad- 
ministration of 250,000 units six-hourly may be justified. In emergency it 
may be given intrathecally in a twice-daily dose of from 2 to 5 mg., well 
diluted with cerebrospinal fluid. 


ANTI-FUNGAL ANTIBIOTICS 
Nystatin (‘mycostatin’).—This was the original anti-fungal antibiotic. Its 
main use today is in the treatment of moniliasis of the intestinal tract, skin 
or mucous membranes. It may be administered orally either as tablets or as 
a suspension, or may be applied topically as an ointment. Vaginal tablets are 
also available. It has been replaced by amphotericin B as the drug of choice 
for systemic moniliasis as parenteral administration is extremely painful. 
Amphotericin B (‘fungizone’).—This new antibiotic, derived from a 
previously unrecognized streptomyces, is effective against deep fungal 
infections such as cryptococcosis, blastomycosis, histoplasmosis, cocci- 
dioidomycosis and systemic moniliasis and may be life-saving. It may be 
given once daily by intravenous infusion, the initial dose being 0.25 mg. 
per kg., which in the absence of toxic effects may be increased gradually to a 
maximum of 1.5 mg. per kg. If therapy is discontinued for a week or more, 
it must be resumed at the initial low-dosage level. Each milligram of the 
dry powder must be diluted with 10 ml. of 5 per cent. dextrose (not saline) 
and the daily dose should be given very slowly over six hours. Treatment 
must be continued for many weeks. In patients with meningitis 1 mg. 
diluted with 5 ml. of water may be injected into the theca on alternate days. 
Griseofulvin (‘fulcin’ , ‘grisovin’).—Griseofulvin is obtained as a metabolic 
product from several species of penicillin. When taken by mouth it is 
effective against systemic dermatophytic infections and has revolutionized 
the treatment of ringworm. Side-effects include rashes, gastric discomfort, 
thirst and headache but are uncommon and not serious. The normal dose is 
one 250-mg. tablet four times daily, which should be continued for from 
two to four weeks or more, according to the response obtained. 


LOCAL ANTIBIOTICS 
As it is of great importance to prevent the bacterial population of the skin 
becoming resistant to antibiotics which may have to be used systemically, 
these must never be applied topically. The ideal antibiotics for local use 
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therefore are those which are too toxic to merit their systemic administra- 
tion. The common examples are bacitracin, neomycin, polymyxin, and 
framycetin. These are put up in various combinations, often with a locally 
effective steroid as an anti-inflammatory agent. 


PRINCIPLES OF ANTIBIOTIC THERAPY 

General considerations.-The importance of a close liaison between clinician 
and laboratory can scarcely be overemphasized and whenever possible an 
attempt should be made to obtain a culture of the responsible organism so 
that this may be identified and its antibiotic spectrum determined. Never- 
theless, as this takes at least forty-eight hours, it is usually necessary to 
institute therapy before laboratory help is available and the choice of anti- 
biotic must be made on clinical grounds alone, the treatment being modified 
as necessary once the organism’s im vitro sensitivity spectrum is known. 

In making the initial choice of drug the following basic principles still 
hold good: 

(a) The antibiotic chosen must be one against which the organism suspected of 
causing the infection is likely to be sensitive. 

(b) It must be administered by a route which will enable it to reach the site of 
infection in adequate concentrations. This is especially important in cases of 
meningitis as many antibiotics only pass into the spinal fluid in subtherapeutic 
quantities and it may be necessary to choose a drug which can be given direct into 
the spinal theca: e.g. penicillin, streptomycin, chloramphenicol. 

(c) Some antibiotics, such as penicillin, streptomycin and erythromysin, are bac- 
tericidal whilst others, such as tetracycline and chloramphenicol, are mainly bacterio- 
static in therapeutic dosage. As a rule this is of little practical importance as the 
natural defences of the body will be able to destroy the bacteria without difficulty 
once their power to multiply has been removed. If, however, the natural resistance 
of the body is deficient, as in patients with leucopenia or in those receiving steroid 
therapy, or if the bacteria are situated in a relatively avascular situation, as in bac- 
terial endocarditis, bactericidal antibiotics are indicated. 

(d) Drugs with serious side-effects should be avoided if a less toxic antibiotic 
appears likely to be equally satisfactory. 

(e) Other considerations being equal, the cheapest antibiotic should always be 
employed. 

Combination therapy.—In spite of an immense amount of research no 
final conclusion has been reached as to the desirability of administering two 
or more antibiotics simultaneously in the control of bacterial infection. 
In vitro studies have shown that pairs of antibiotics may act upon each other 
in either a synergistic or an antagonistic way but in practice these findings 
appear to be of little clinical importance. Nevertheless, in certain well- 
defined conditions the desirability of giving more than one antibiotic has 
been amply proven, tuberculosis, brucellosis and bacterial endocarditis 
(especially when due to Streptococcus faecalis) being the most outstanding 
examples. Rather special conditions exist in these diseases, however, for in 
the former the Mycobacterium tuberculosis has the power to develop re- 
sistance to any single chemotherapeutic agent relatively rapidly, whilst in 
the latter two the organisms are protected by their situation from being 
brought into contact with lethal antibiotic concentrations. The disadvantages 
of combination therapy comprise the added risk of superinfection with a 
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virulent organism resistant to both antibiotics as more and more of its 
bacterial competitors are removed by the drugs; the increased chance of the 
patient experiencing sensitivity or toxic reactions, especially if both com- 
ponents of the mixture affect the same organ; the liability of making the 
environmental bacteria resistant to a greater number of antibiotics, and, 


finally, the increased cost. 

At the present time it is not possible to lay down hard and fast rules as 
to the desirability of combining antibiotics in the treatment of bacterial 
disease. The following proposals would, however, appear to offer a reason- 
able basis for therapy :— 

(1) Antibiotics should not be given in combination as a routine. 

(2) Combination therapy is justified, however, in the following cir- 


cumstances :— 

(a) If the patient is moderately or severely ill and is suspected to be suffering 
from a bacterial infection due to an unknown organism. 

(b) If there is a likelihood that multiple pathogenic organisms are present: e.g. 
peritonitis. 

(c) If the responsible organism is known to be only partially sensitive to any 
one antibiotic, when the introduction of a second drug will lessen the danger 
of producing resistant mutants. 

(d) If the organism is known to produce resistant mutations to the antibiotic 
of choice at a rapid rate. For this reason it is probably wise to combine strepto- 


mycin with another antibiotic. 
(e) If the organism is in a situation which is relatively inaccessible to the blood 


stream: e.g. bacterial endocarditis. 
(f) If the patient’s natural resistance is poor, when at least one of the com- 


bination should be bactericidal. 

(g) In diseases in which it is known that a combination is more effective than 
any single antibiotic: e.g. tuberculosis, brucellosis, Strept. faecalis endocarditis. 

(h) If a broad-spectrum antibiotic is given in heavy or prolonged dosage, 
when it should be combined with a non-absorbable anti-staphylococcal antibiotic 
(neomycin) and an anti-fungal drug (nystatin). 

(i) In chronic infections when antibiotic therapy may have to be prolonged. 


These indications do in fact cover a large number of situations and 
combination therapy has a major place in the treatment of bacterial infec- 
tions. Which drugs to combine must depend upon circumstances. Anti- 
biotics which exhibit cross-1esistance to each other must never be used 
together; otherwise the choice depends upon the likely sensitivity of the 
organisms concerned. There is a certain amount of evidence that penicillin 
and tetracycline may exhibit some antagonism and if it is desired to use this 
combination the dose of penicillin should be generous. 

The introduction of ready-made preparations containing two or more 
antibiotics, often marketed under a trade name suggesting that the prepara- 
tion is a new antibiotic, is to be deplored. It is much wiser to give the two 
preparations separately so that the exact dose of each is realized and can be 
varied individually if the occasion so demands. 


References 


Douthwaite, A. H., and Trafford, J. A. P. (1960): Brit. med. F., ii, 687. 
Thompson, R. E. M., Whitby, J. L., and Harding, J. W. (1960): Ibid., ii, 706. 





ADVANCES IN THE TREATMENT OF 
DISEASES OF THE LIVER 


By SHEILA SHERLOCK, M.D., F.R.C.P., F.R.C.P.Eb. 


Professor of Medicine, Royal Free Hospital School of Medicine, 
University of London 


ALTHOUGH no spectacular advance has been made in the treatment of 
diseases of the liver since the subject was last reviewed in The Practitioner 
(Sherlock, 1956), considerable progress has been achieved. 


ACUTE HEPATITIS 
Progress in the prevention and treatment of this disease is very slow, 
probably because the agents responsible have still not been adequately 
identified or cultured. The recognition of hepatitis carriers among blood 
donors is still virtually impossible. A high transaminase level (Bang et al., 
1959) or positive flocculation tests in the blood may be a useful index but 
further work is necessary before this is certain. 


There have been no major developments in the treatment of the average 
case of virus hepatitis. A less conservative attitude towards bed rest is 
possible but only in the young, previously healthy subject who is under 
adequate supervision. A fat-free diet is given only while the patient is 
nauseated. After this no dietary restrictions are necessary. 


Occasionally, virus hepatitis runs a more prolonged course with jaundice 
of obstructive type. The illness starts acutely, jaundice appears and deepens 
and, within three weeks, the patient starts to itch. After the first few weeks 
the patient feels well, gains weight and there are no physical signs apart 
from icterus and hepatomegaly. Jaundice persists for eight to twenty-nine 
weeks and recovery is then complete (Shaldon and Sherlock, 1957). This 
type is sometimes called ‘cholangiolitic hepatitis’ although there is no 
evidence that the cholangiole, the minute channel joining the canaliculus in 
the hepatic lobule with the ductule in the portal tract, is in fact involved. 
The block to the excretion of bile probably resides in the damaged liver 
cell itself (Dubin, 1959). The taking of drugs which cause cholestatic 
jaundice must be excluded. The diagnosis from obstruction to major bile 
ducts can be difficult. The administration of corticosteroids may be of use. 
Prednisolone, 40 mg. daily, is given for six days. A dramatic fall in serum 
bilirubin level of more than 8 per cent. a day suggests hepatitis (Summerskill 
and Jones, 1958). A smaller decrease suggests obstructive jaundice; this 
may be due to a mechanical block in the bile ducts or to drugs. If hepatitis 
is suggested, the prednisolone is continued in gradually reducing amounts, 
the total course being of about three weeks. Premature withdrawal of 
therapy may be followed by relapse. The effect of the steroid on the underly- 
October 1960. Vol. 185 (492) 
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ing liver lesion is doubtful. It certainly shortens the period of jaundice which 


in cases of this type may last many weeks. 

Corticosteroids, sometimes in very large doses, are often given to patients 
with fulminant virus hepatitis who are in deep hepatic coma. The prognosis 
is very bad but, as the condition is recoverable, every effort is made to 


‘buy time’, even if this is usually of no avail. 


DRUG JAUNDICE 

The commonest form of drug jaundice is of the obstructive type and 
complicates therapy with such drugs as methyltestosterone, chlorpromazine 
and norethandrolone. It is usually mild but sometimes can last as long as six 
months. Treatment is unavailing but care must be taken, especially in 
long-lasting cases, that unnecessary surgical exploration is avoided. A 
different type of jaundice can complicate therapy with iproniazid (Kahn 
and Perez, 1958). This is of hepato-cellular type and resembles acute 
virus hepatitis. The course is unaffected by treatment, including the use of 
corticosteroids. ‘The mortality is so high that it may be questioned whether 
iproniazid should ever be used in clinical practice. 


CORTICOSTEROID THERAPY IN CIRRHOSIS OF THE LIVER 
The usual patient with Lannec’s cirrhosis, whether associated with alcohol- 
ism or of unknown etiology, derives no benefit from corticosteroid therapy. 
There remains a group, most commonly seen in young women but which 
can occur at all ages and in both sexes, who are jaundiced, often deeply, but 
feel relatively well. They show very high serum transaminase and globulin 
levels. Histological examination reveals a very active type of cirrhosis with 
prominent cellular infiltrations, usually with plasma cells and lymphocytes. 
It has been suggested that the hepatic damage in these cases might be due 
to auto-antibodies which have developed against the patient’s own liver 
(Taft et al., 1960), although this has not been proved. Prednisolone therapy 
seems to be of benefit in these patients. They feel better, the menses return, 
weight is gained and, more objectively, serum bilirubin, globulin and 
transaminase values fall. The hepatic lesion looks more quiescent. The 
prednisolone therapy is continued in a small maintenance dose of about 10 
mg. a day for many months. It is difficult to be sure whether steroid therapy 
is, in fact, beneficial in this disease which runs a long course and which 
occasionally burns itself out. Unfortunately, a controlled trial is impossible 
in such a serious illness for which no alternative treatment is available. 


BLEEDING FROM CSOPHAGEAL VARICES 
The development of portal hypertension in a patient with hepatic cirrhosis 
results in the appearance of a collateral circulation between the portal and 
the systemic venous systems. Varices developing in the sub-mucosa of the 
cesophagus and stomach are liable to rupture with consequent gastro- 
intestinal hemorrhage. This bleeding may be fatal, not only from loss of 
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blood but also because hepatic coma may be precipitated. Hemorrhage also 
has a deleterious effect on liver function so that jaundice and ascites may 
make their first appearance after a hemorrhage. 

It is important to maintain the hemoglobin level by slow transfusion. 
The patient with cirrhosis has defective blood coagulation with lack of 
platelets, factor 5 (AC globulin), prothrombin, factor 7 (preconvertin) and 
Christmas factor (PTC). These deficiencies will be in part corrected by 
using blood that is as fresh as possible (Finkbiner et al., 1959). Morphine 
should be avoided, as therapeutic doses have been shown to induce pre-coma 
in some patients with hepatic cirrhosis (Laidlaw et al., 1960). All sedatives 
are dangerous but if the patient is very restless but not precomatose, small 
doses of phenobarbitone or amylobarbitone sodium will probably be 
tolerated. The treatment for incipient hepatic coma—with glucose and 
neomycin—is routinely instituted. 

(Esophageal tamponade for the arrest of hemorrhage from cesophageal 
varices was introduced by Westphal (1930) who applied local pressure by 
means of an cesophageal sound. Later an inflatable rubber balloon on a 
modified Miller-Abbott tube was used to compress the coronary veins in 
the fundus of the stomach which drain into the esophageal varices 
(Rowntree et al., 1947; Tocantins, 1948). The introduction by Sengstaken 
and Blakemore (1950) of a tube with two balloons enabled local pressure on 
the varices by the cesphageal balloon to be added to the effect on the fundal 
vein of the gastric balloon. Practical points in the management of patients 
having this treatment are discussed by Read and his colleagues (1960). 

The pharynx is sprayed with 4 per cent. lignocaine. The well-lubricated tube is 
then passed, usually through the mouth, with relatively little difficulty. A mixture 
of 20 ml. of 70 per cent. diodone and 100 ml. of water is used to fill the gastric 
balloon so making it radio-opaque (fig. 1). ‘The cesophageal balloon is distended 
with air at a pressure of 30 mm. Hg, great care being taken to observe any respira- 
tory embarrassment following its inflation. Several methods of fixation have been 
tried. The tube may be pulled up and ther: attached with adhesive tape to the 
patient’s face, but this leads to ulceration of the corners of the mouth. The most 
satisfactory method has been to suspend the Sengstaken tube over a pulley wheel 
on a ball-bearing race allowing the weight of the apparatus to apply traction (fig. 2). 
This enables the patient to move his head freely and, by altering the position of 
the suspension beam, he can be easily turned in bed. The pulley wheel is kept 
above the patient’s mouth so avoiding all friction. Clip-on weights (150 g. each) 
can be applied to the tube if further traction is necessary ; not more than four should 
be used. The tubes leading to the cesophageal and gastric balloons are clearly marked 
and doubly clamped. The position of the gastric balloon is located by a portable 
plain x-ray film of the abdomen (fig. 1); it must fit well into the fundus of the 


stomach. 

Control of bleeding is shown by improvement in the patient’s general 
condition, blood pressure, and pulse, and by obtaining a continuously clear 
gastric aspirate. After bleeding has ceased for twenty-four hours the 
cesophageal balloon is deflated and traction taken off the tube. After a 
further twenty-four hours with the apparatus ‘lying free’, if bleeding does 
not recur, the fluid from the gastric balloon is aspirated and the apparatus 
removed. Decisions to release the traction or remove the tube are made by 
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the attending physician and cannot be relegated to a more junior level. 
Complications include esophageal ulceration, obstruction to the airway and 
regurgitation of blood and gastric contents into the air passages. 

This procedure will usually control the hemorrhage but the number of 
patients who survive its use to leave hospital is very small. This is reflected 
by the type of patient requiring intubation. Many of them are suffering 
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Fic. 1.—Plain x-ray film of abdomen show- Fic. 2.—A patient with the Sengstaken 
ing the Sengstaken tube in good posi- tube in position. The tube passes over 
tion. The gastric balloon is distended a pulley-wheel on a ball-bearing race. 
with 10 per cent. diodone solution (Read Weights are attached. The tubes leading 
et al., 1960). to the esophageal and gastric balloons 

are labelled and doubly clamped (Read 

et al., 1960). 
from advanced liver disease so that the hemorrhage is a manifestation not 
only of portal hypertension but of advanced liver disease. In these patients 
later surgical relief of the portal hypertension will prove impossible and 
bleeding is often repeated. The decision to use the Sengstaken tube again 
and again will have to be made. Continued use in these circumstances 
increases the patient’s misery, and complications are likely. 

An alternative measure to cesophageal tamponade is clearly needed. In 
particular, a safe drug is required which would lower portal venous pressure 
without depressing systemic pressure. In 1956, Kehne and his colleagues 
reported that pitressin would control hemorrhage from cesophageal varices 
by lowering the portal pressure and in 1959 this effect was confirmed by 
Schwartz and his co-workers. Twenty units of pitressin diluted in 100 ml. 
of 5 per cent. dextrose are given intravenously over ten minutes; this will 
lower portal pressure for about one hour (Shaldon and Sherlock, 1960). 
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This allows time for a clot to form over the bleeding point and does in fact 
stop hemorrhage from esophageal and gastric varices. Pitressin lowers the 
portal pressure by constricting the splanchnic arterioles. The coronary 
arteries of the heart are also affected and this drug should not be used in 
patients with a history of angina pectoris or with an abnormal electro- 
cardiogram. It is most useful in stopping bleeding in patients with relatively 
good hepatic function who will then prove suitable for surgical relief of their 
portal hypertension. 

Porta-caval anastomosis is the surgical method of choice for relief of 
portal hypertension. ‘The portal vein, having a high pressure within it, is 
anastomosed to the inferior vena cava where the pressure is low. The 
indication is hemorrhage from cesophageal varices. It has been suggested 
that the operation should be performed ‘prophylactically’ in patients with 
proven cesophageal varices who have never bled from them. This view has 
not received general acceptance, but a controlled trial now in progress in 
Boston, Massachusetts, may prove or disprove its usefulness. In well- 
selected patients without jaundice or ascites, and with a serum albumin 
level greater than 3 g. per 100 ml. and where the operation is performed by 
an experienced surgeon the mortality is only 5 per cent. (Walker, 1957). The 
most common postoperative complication is hepatic coma. This is related 
to the production of a large portal-systemic channel in a patient with liver 
disease. ‘The symptoms, particularly confusion and tremor, are intermittent 
and exacerbated by protein feeding. They may develop in the immediate 


postoperative period when hepatic function is temporarily depressed or 
later as a chronic portal-systemic encephalopathy. The incidence of the 
chronic syndrome was 45 per cent. in one series of twenty patients carefully 
selected for the shunt (Read, Laidlaw and Sherlock, 1960). The very real 
risk of the patient developing intellectual impairment after operation must 
be weighed against the chances of death following further haemorrhage. 


HEPATIC COMA 

This syndrome can complicate liver disease of almost all types. It is most 
commonly associated with Lznnec’s portal cirrhosis and with acute virus 
hepatitis. The essentially reversible nature of the cerebral disturbance and 
the diffuse involvement of the brain suggest that the changes are metabolic. 
Some element of hepato-cellular failure is necessary. Ammonia has been 
incriminated as the toxic material causing the syndrome for it can be 
reproduced in some patients by ammonium salts given orally or intra- 
venously. High blood ammonium levels are found in some patients with 
hepatic coma (Phear et al., 1955). There are many difficulties in accepting 
this hypothesis in its entirety and these are discussed in detail elsewhere 
(Sherlock, 1960). 

The portal collateral circulation is important as a means of transporting 
blood from the intestine and by-passing the liver to reach the brain. The 
syndrome has therefore been regarded as a portal-systemic encephalopathy 
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(Summerskill et a/., 1956). Bacterial action on protein in the intestine is an 
important source of ammonia and the portal vein does indeed have a high 
ammonia content. This emphasizes the importance of three factors in the 
etiology of hepatic coma: defective liver cell function, portal venous col- 
lateral circulation and nitrogenous substances in the intestine. Every patient 
presenting these neurological changes has a circulatory pathway through 
which venous blood enters the systemic system and reaches the brain 
without being metabolized by the liver. In patients with poor hepato- 
cellular function, the shunt is through the liver itself. In the more chronic 
forms the portal blood by-passes the liver through collaterals or through a 
surgically induced porta-caval anastomosis. The portal vein-hepatic vein 
anastomoses developing around the nodules in a cirrhotic liver may also 
act as internal shunts. 

Blood in the intestine is perhaps the commonest precipitating factor 
causing hepatic coma in cirrhosis. This combines a protein load and depres- 
sion in hepatic function due to anemia and a fall in hepatic blood flow 
consequent upon hemorrhage. Hepato-cellular function can also be de- 
pressed by surgical procedures or by infections. Hepatic coma may also 
follow injudicious sedation, especially with morphine, or potassium de- 
ficiency due to diuretic therapy, diarrhcea or corticotrophin administration. 
It may follow acute alcoholism. 

Early recognition is essential, for results are better if treatment is started 
in the precomatose stage. The regime is based on the hypothesis that a 
major known factor is the effect on the brain of toxic nitrogenous substances 
formed in the intestine by bacterial action on protein (Sherlock et al., 1956). 
Oral dietary protein is stopped, at least 1,600 calories are supplied daily as 
glucose drinks or as 20 per cent. glucose through an intragastric drip. 
Twenty per cent. or 40 per cent. dextrose is given intravenously through 
plastic tubing introduced via an antecubital vein into the innominate vein 
or superior vena cava. Potassium is given if necessary. 

During recovery protein is added in 20-g. increments on alternate days. 
The protein is divided between four meals. Any relapse is treated by a 
return to the former regime. In patients with acute episodes of coma a 
normal protein intake is soon achieved. In the chronic group, protein 
restriction is needed to control mental symptoms; the limits of tolerance 
are usually 40 to 50 g. a day. In this group an exacerbation of symptoms is 
treated by rest and abstention from protein. Vitamin K and vitamin B 
complex supplements are given parenterally. 

A broad-spectrum antibiotic is given. Neomycin given orally is very 
effective in decreasing gastro-intestinal ammonium formation and little is 
absorbed (Dawson et al., 1957). In the acute case, 4 g. are given daily im 
divided doses. Results can be assessed more easily in the chronic portal- 
systemic encephalopathies where the administration of neomycin is con- 
tinued indefinitely. It is useful not only in controlling symptoms when 
protein restriction fails but also in allowing a higher protein intake. Paromo- 
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mycin in a similar dose is equally effective. An enema should be given and, 
if possible, a magnesium sulphate purge. 

Glutamic acid therapy has now been largely abandoned. Similarly, the 
use of /-arginine which might increase the production of urea from 
ammonium (Najarian and Harper, 1956) has not been of convincing benefit 
(Reynolds et al., 1958). Hemodialysis (artificial kidney) has been applied to 
a small number of patients in an attempt to remove ammonium from the 
blood. The work is in a preliminary stage. Corticosteroids do not reduce the 
mortality of patients in hepatic coma but might prove of benefit if given 
early to those who have sufficient hepatic reserve to survive after temporary 
improvement. 

ASCITES 

The most important factors in the production of ascites in patients with 
liver disease are the portal venous hypertension and the low serum colloid 
osmotic pressure consequent upon failure to synthesize serum albumin. 
Porta-caval anastomosis has been used to lower portal blood pressure and to 
treat ascites, the side-to-side anastomosis being particularly effective 
(McDermott, 1960). Unfortunately, there are few patients with cirrhosis 
and ascites who are fit enough to survive this operation and neuropsy- 
chiatric complications can be expected afterwards in the majority. Serum 
colloid osmotic pressure can be raised by infusion of salt-poor human 
albumin. This produces a diuresis in about half the patients who receive it: 
they experience a great sense of well-being after the infusion. Unfortunately, 
the material is costly and is not in general supply. Paracentesis must be 
avoided because of the drain of protein from the body—protein which a 
cirrhotic patient cannot resynthesize and can ill afford to lose. 

The strict low-sodium diet (0.5 g. [= 22 mEq. sodium] daily) is the 
sheet anchor of therapy. This is a difficult diet to continue outside hospital. 
It necessitates salt-free bread and butter and very little natural protein 
foods such as meat, fish and dairy produce. The protein content is kept up 
by ‘casilan’ or similar low-sodium protein foods. 

Diuretic therapy has advanced considerably in the last four years. Mer- 
curials are safe and should be tried initially. Ammonium chloride is added 
if the patient shows no tendency towards hepatic coma. The thiazides (e.g. 
chlorothiaziie, hydrochlorothiazide) are useful in some cases. They all 
cause a considerable potassium loss in the urine when given to cirrhotic 
patients on a low-sodium diet. The consequent hypokalemia is associated 
with precipitation of hepatic coma in some patients (Read et al., 1959). Very 
large potassium supplements may be needed to prevent this complication. 
Routinely, the following effervescent tablet devised by the Pharmacy 
Department of the Royal Free Hospital (Hadgraft, 1960) may be given in 
a dose of 8 tablets a day:— 

Potassium bicarbonate 0.5 g. 
Powdered sugar 0.2 g. 
Sodium saccharin 0.005 g. 


Potassium acid tartrate 0.3 g.- 
Anhydrous citric acid 0.1 g. 
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Each tablet contains approximately 6.5 mEq. of potassium and is equivalent to 
0.5 of potassium chloride. Added to water, the tablets dissolve with effervescence, 


providing a palatable solution. 

The diuretic should be given intermittently on three days in the week. A 
careful watch for signs of pre-coma must be made. 

Patients with cirrhosis and ascites excrete increased amounts of aldo- 
sterone in the urine. This is shown by renal sodium retention and potassium 
loss. This aspect can be treated by giving aldosterone antagonists of which 
the spirolactones are the best available. ‘These substances are sometimes 
effective when given alone but more so when combined with chlorothiazide 
(Shaldon et al., 1960). In addition to increasing the urinary sodium loss, 
spironolactone has the advantage of inhibiting potassium excretion, and 
dangerous hypokalemia is less likely when it is combined with chlorothiazide 
A suitable regime is chlorothiazide, 2 g. daily for two days in the week, and 
spironolactone, 400 mg. every day for three days. The aldosterone antagonist 
requires twenty-four hours before it is effective and should be started a day 
before chlorothiazide. With this regime and dietary sodium restriction, the 
majority of patients with cirrhosis and ascites can be rendered free of fluid. 

Figures 1 and 2 are reproduced by kind permission of the Editor of the British 


Medical Fournal. 
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THE TREATMENT OF VIRUS DISEASES 
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Boston, Massachusetts 


INFECTIONS due to viruses pose many problems in management which are 
distinct from those presented by disorders in which other micro-organisms 
are involved. The brilliant therapeutic and prophylactic results achieved by 
antimicrobial compounds in diseases of bacterial, spirochztal, or fungal 
origin have not been reproduced when these drugs have been employed in 
instances in which viruses are the responsible agents. In fact, in those 
‘viral’ infections in which antibiotics and sulphonamides have produced 
beneficial effects, the organisms have been found to possess properties 
which have prompted their classification as a new genus, Chlamydozoacea, 
the species Miyagawanella including the agents of lymphogranuloma 
venereum, psitiacosis-ornithosis, trachoma, and inclusion conjunctivitis. 
The ineffectiveness of antimicrobial substances has led to attempts to con- 
trol viral diseases and their complications with corticosteroids and cortico- 
trophin because of the anti-inflammatory activity of these compounds. The 
success of this approach is questionable, and harmful effects have been 
observed. Because there is considerable variance of opinion regarding the 
merits of various ‘specific’ and ‘non-specific’ measures in the treatment of 
viral infections, it is the purpose of this article to review briefly the present 
status of: (a) the effectiveness of therapy with antimicrobial drugs on the 
primary disorders, (b) the use of antibacterial agents for the prevention of 
secondary bacterial invasion, and (c) the place of corticosteroids in the 
management of this type of disease. 


INFECTIONS DUE TO VIRUS-LIKE AGENTS 

The ‘viral’ infections in which antimicrobial drugs are effective are those 
caused by organisms which, at present, are no longer considered to be true 
viruses; their relationship to other micro-organisms, however, is not clear. 
Because they are sensitive to antibiotics they behave like bacteria, but their 
obligate intracellular multiplication, development of cytoplasmic inclusion 
bodies, and dependence on the metabolic processes of host cells, make 
them resemble viruses more than rickettsia. Some observers have placed 
them in a class in the biological order situated between the true viruses 
and the rickettsia: the Neorickettsia or Chlamydozoacea, genus Miyaga- 
wanella. ‘The diseases included in this category are lymphogranuloma 
venereum, psittacosis-ornithosis, trachoma, and inclusion conjunctivitis 
(blenorrheea). Recently, an agent isolated from cases of ‘atypical viral 
October 1960. Vol. 185 (500) 





THE TREATMENT OF VIRUS DISEASES 501 


pneumonia’ which respond to antibiotics has been included in this group. 


LYMPHOGRANULOMA VENEREUM (LYMPHOPATHIA 
VENEREUM) 
Although sulphonamides are known to exert a beneficial effect on the course 
of lymphogranuloma venereum, antibiotics are more effective. Wright and 
his co-workers (1948) were among the first to demonstrate the high degree 
of therapeutic activity of chlortetracycline in this disease. Other studies 
have confirmed these observations. Chloramphenicol has also been shown 
to be useful. Erythromycin has been found to produce good results but is 
not as active as chlortetracycline, oxytetracycline, or chloramphenicol. 
Most recently, it has been suggested that triacetyloleandomycin has a place 
in the therapy of lymphogranuloma venereum. This recommendation is 
based on only one report, however, and requires confirmation. In attempt- 
ing to develop the most effective therapy for the acute and chronic stages 
of this disease, Loughlin and his colleagues (1958-59) gave patients chlor- 
amphenicol and human gamma globulin together. They noted thac the 
administration of 2 to 10 ml. of globulin plus 1 g. of the antibiotic per day 
produced better clinical results than chloramphenicol alone or, for that 
matter, an antimicrobial agent given singly, in the control of the advanced 
secondary or tertiary lesions of lymphogranuloma venereum. They also 
remarked on the fact that considerably shorter courses of therapy, using 
smaller quantities of the antimicrobial compound, were possible when it 
was given together with gamma globulin. The data available at the moment 
indicate that the tetracycline compounds are effective in the treatment of 
lymphogranuloma venereum and probably represent the first choice in 
therapy 
PSITTACOSIS-ORNITHOSIS 

The first agent used successfully in the treatment of psittacosis-ornithosis 
was penicillin. The administration of large doses of this antibiotic was 
recommended and claimed to produce cure. Other investigators, however, 
have commented on the fact that in their hands this drug has been rela- 
tively ineffective. Experience over the years has indicated the high degree 
of effectiveness of the tetracyclines and chloramphenicol in this disease. 
The administration of 1 to 2 g. per day of chlortetracycline or tetracycline 
usually produces rapid defervescence, amelioration of the respiratory symp- 
toms, and gradual clearing of the abnormal physical findings in the lungs; 
rentgenographic pulmonary changes may persist, however, for some time 
after the clinical manifestations of the disease have completely disappeared. 
The spectacular lifesaving action of chlortetracycline in psittacosis has been 
commented on in the German literature. There is a suggestion that the 
therapeutic response is influenced by the severity of infection and the age 
of the patient. Thus, Berman and his colleagues (1955) noted that the 
administration of chlortetracycline, oxytetracycline, or chloramphenicol has 
no obvious effect on the course of severe psittacine pneumonitis in children. 
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TRACHOMA AND INCLUSION CONJUNCTIVITIS 
Trachoma.—Pijoan and his co-workers (1950) have reported that chlor- 
amphenicol and chlortetracycline, applied locally to the involved eyes or 
given orally, are effective in trachoma. 

They administered 3 g. of chloramphenicol in divided doses at three-hour 
intervals by mouth for the first twenty-four hours, followed by 250 mg. every 
three hours for at least four more days and noted that, within twenty-four hours, 
photophobia and lacrimation were materially decreased and, within the next few 
days, there was approximately 80 per cent. reduction of the opacities and in- 
flammation. Remarkable subsidence of the inflammatory processes and clearing 
of the exudate within the pannus were noted. The drug was found to enter the 
anterior chamber of the eyes of the treated patients. 

Freyche (1950) has suggested that chlortetracycline may constitute the 
specific treatment for trachoma, but Siniscal (1952) does not subscribe to 
the view that antibiotics are the therapy of choice in this disease. 

He treated 3,500 cases with sulphanilamide, sulphapyridine, sulphathiazole, 
sulphathiazine, sulphacetamide, sulfamylon, sulphafurazole, penicillin, bacitracin, 
chloramphenicol, chlortetracycline, oxytetracycline, and streptomycin. Some of the 
sulphonamides were given orally and others locally in the conjunctival sac. The anti- 
biotics were administered only by surface application. 

The results of this study led Siniscal to conclude that the sulphonamides 
represented the first therapeutic choice because of their relative mildness of 
action and their apparent specificity against the causative virus. The anti- 
biotics appeared to clear the common pyogenic bacteria present in cases of 
trachoma and, in this way, helped to shorten the total period of morbidity. 
Inclusion conjunctivitis (inclusion blenorrhea).—Penicillin, applied locally 


or given systemically, is without effect in altering the clinical picture of 
inclusion conjunctivitis. ‘The administration of the tetracycline compounds, 
chloramphenicol, or one of the presently available sulphonamides orally 
appears to produce a beneficial effect. ‘The therapy of choice for many 
physicians is topical application of a 5 per cent. sulphacetamide or sulpha- 
diazine ointment six times a day for ten days. 


INFECTIONS DUE TO BOTH VIRUS-LIKE AGENTS 
AND ‘TRUE’ VIRUSES 
Atypical viral pneumonia.—‘Primary atypical pneumonia’, ‘viral pneumonia’, 
or ‘primary atypical non-bacterial pneumonia’ is unquestionably produced 
by a variety of infectious agents. In some instances these have been identi- 
fied as true viruses as, for example, adenovirus. In others, they appear to 
belong to the genus Chlamydozoacee. An identical disease may also be 
produced by rickettsia; an example of this is Q fever, the causative or- 
ganism of which is Coxiella burnetii. The same type of clinical picture is 
also observed in psittacosis. It is obvious therefore that so-called ‘atypical 
viral pneumonia’ is not a specific etiological entity but is a syndrome which 
may follow invasion of the broncho-pulmonary tissues by a variety of 
micro-organisms varying in nature from true viruses to rickettsia. ‘This 
concept of this disease state is the only basis on which the controversy 
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regarding the response to the administration of antimicrobial agents can be 
resolved. It is readily apparent that if the infecting agent is C. burnetii, the 
tetracyclines or chloramphenicol will be effective. On the other hand, if the 
invader is one of the adenoviruses, chemotherapy will be of no avail. When 
the syndrome is produced by one of the Chlamydozoacea, antibiotics exert 
a beneficial effect in most instances. The effectiveness or lack of activity of 
antibacterial agents in ‘atypical viral pneumonia’ is therefore completely 
dependent upon the nature of the organism responsible for the disease. 

There is general agreement that penicillin and the sulphonamides are 
without effect in ‘primary atypical pneumonia’. A number of observers 
have reported that chlortetracycline exerts a favourable influence. 

Meiklejohn and Shragg (1949) treated 22 patients with this drug and remarked 
on the ‘extraordinarily rapid’ defervescence. Apparent clinical relapse was noted, 
however, in three instances after cessation of therapy; each responded promptly 
when treatment was resumed. Some of the individuals developed significant titres 
of cold agglutinins. 

Tetracycline was found by Collins and his colleagues (1950) to produce 
a prompt and marked beneficial effect on the fever and symptoms in 40 
cases of ‘atypical viral pneumonia’. Cold agglutinins, in significant or in- 
creasing levels, were demonstrated in 32 cases after the middle of the second 
week of the disease. 

Schoenbach and his co-workers (1950) administered chlortetracycline to 
33 persons with this syndrome and compared the course of their illness with 
that of 22 who received no antibiotic. 

The groups were comparable in age, sex, length of illness before admission to 
hospital, temperature at the time of admission, degree of pulmonary involvement, 
and proportion developing cold agglutinins. The average duration of fever in those 
not given chlortetracycline was approximately twice as long as in those receiving 
the drug. Defervescence was complete in about two days in the treated individuals. 

Meiklejohn and his colleagues (1952) treated ‘primary atypical pneumonia’ 
with penicillin, chlortetracycline, oxytetracycline, or chloramphenicol. 

Prompt defervescence was noted more often when the ‘broad-spectrum’ drugs 
were used than when penicillin was given. The difference, however, was negligible 
in cases in which the temperature did not exceed 102° F. (38.9° C.) because virtually 
all of those in the penicillin-treated group recovered promptly. When the level of 
fever was 103° F. (39.4° C.) or higher, the tetracyclines and chloramphenicol were 
strikingly effective. 

The controversy regarding the response of ‘atypical viral pneumonia’ to 
antibiotic compounds is emphasized by several reports indicating that these 
drugs are without effect. 

Four groups of patients with this disease were treated by Wolf and Brown (1956) 
with chlortetracycline, erythromycin, oxytetracycline, and tetracycline, respectively. 
When the results were compared with the clinical courses in individuals who received 
no specific therapy, there appeared to be no evidence that the antibiotics had altered 
the duration of the pneumonitis. The incidence of cold-agglutinin titres of sig- 
nificance was the same in the treated and untreated group. 

Tetracycline and oxytetracycline have been found to be without effect on the 
duration of illness or the other manifestations of ‘atypical viral pneumonia’ by other 
investigators. 

‘Atypical viral pneumonia’ cannot be expected to be influenced favour- 





504 THE PRACTITIONER 


ably in every case by antimicrobial compounds since it is apparently pro- 
duced by a variety of agents, but it has been suggested that in instances in 
which a significant serum level of cold agglutinins develops, these drugs 
will exert a beneficial effect. There is evidence in support of this concept. 

The variable etiology and difference in response to antibiotic compounds 
of ‘atypical viral pneumonia’ pose a difficult therapeutic problem for the 
physician at the bedside. He is obviously not in a position to establish a 
specific etiological diagnosis at the moment and cannot rely on the demon- 
stration of a positive serological test, such as cold or streptococcus MG 
agglutination because this may not appear until after the illness has been 
established for some time or recovery has taken place. The question is 
whether or not to give an antibiotic. Were there no risks, the dilemma 
could be quickly resolved by instituting therapy. Since the use of these 
drugs is always accompanied by danger, especially of bacterial super- 
infection, this cannot and should not be the approach. I have adopted a 
procedure suggested by the observations of Meiklejohn and his colleagues 
and which appears to be fairly effective. Antimicrobial agents are given to 
patients with ‘atypical viral pneumonia’ only when the temperature is 
103° F. (39.4° C.) or higher at the time when they are first seen or when 
lower levels of fever persist for a week or longer. In these instances, tetra- 
cycline is administered in a dose of 2 g. a day until defervescence has been 
present for five or six days. 


INFECTIONS DUE TO ‘TRUE’ VIRUSES 

None of the presently available antimicrobial drugs is of benefit when 
applied therapeutically in the diseases in which true viruses are the etio- 
logical agents. There is no evidence to support the use of these compounds 
in the management of poliomyelitis, mumps, measles, rubella, herpangina, 
the ‘common cold’, influenza, varicella, variola, viral laryngotracheo- 
bronchitis or bronchiolitis, any of the viral encephalitides, viral hepatitis, 
ECHO virus, adenovirus, and Coxsackie virus infections, herpes zoster, or 
herpes simplex, with the expectation that they will exert a beneficial effect 
on the course of the primary disorder. 

A very recent report (Sjéberg, 1960) has indicated the possible thera- 
peutic effectiveness of a synthetic chemical compound in human influenza. 

This drug, N'N!' - anhydrobis - (beta - hydroxyethyl)biguanide hydrochloride 
(ABOB), was selected in screening heterocyclic biguanides for their effect in experi- 
mentally produced influenza virus infections in mice. It was subjected to clinical 
testing as such, and in combination with refractory doses of the xerostomia- 
producing agents, methatropine nitrate and methacopolamine tartrate (ABOB-X). 
Eight years of use of ABOB and ABOB-X in the treatment of a variety of viral 
infections in 1000 cases, including 432 of influenza, demonstrated statistically 
favourable effects, when given early, in the suppression of the latter disease. ABOB-X 
produced a significant degree of protection against influenza. No side-effects of 
therapy were observed. The effect of ABOB has been attributed to some type of 
activity on the ‘virus-host cell’ system, since the compound lacks antipyretic, 
analgesic, spasmolytic, centrally stimulating, antihistaminic, and blood-sugar 
lowering effects. 
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Attempts have been made to treat some of these infections with human 
gamma globulin in large doses. 


Weintraub (1955) and Gros (1956) have reported good results in cases of herpes 
zoster following the use of this material. Gellis and his colleagues (1945) noted a 
significant reduction in the incidence of orchitis following the injection of gamma 
globulin prepared from mumps convalescent serum. Kempe and his co-workers 
(Barbero et al., 1955; Kempe et al., 1956) have successfully employed hyperimmune 
vaccinal gamma globulin in the management of vaccinia. In a group of 75 patients 
intimately exposed to smallpox and vaccinated after exposure, eight cases and three 
deaths occurred. Among 56 individuals who received identical vaccination followed 
by prophylactic doses of hyperimmune vaccinal gamma globulin, there were two 
secondary cases with one fatality. Good results were obtained in the treatment of 
eczema vaccinatum, generalized vaccinia, and vaccinia gangrenosa. These observa- 
tions have been confirmed by Lundstrém (1956). Howard and Allen (1958) noted 
that the course of experimental herpetic iritis was shortened by the injection of 
human gamma globulin intraperitoneally either one day before or three days after 
inoculation of virus into rabbit corneas. 


It is important to emphasize the fact that attempts to control infections 
due to the true viruses with the presently available antimicrobial agents are 
destined to failure. Since such therapy cannot produce beneficial effects, 
the patients who receive it are exposed only to the risks which always 


accompany its use. This appears unjustifiable especially when attempts to 
prevent secondary bacterial invasion in this way are futile in most instances. 


INFECTIONS PROBABLY DUE TO VIRUSES 
Several infectious disorders possess a number of features which suggest 
strongly that they are due to viruses, although the specific agents have not 
been isolated or defined. Infectious mononucleosis, ‘viral’ or benign peri- 
carditis, and cat-scratch disease are examples. Although Coxsackie B virus 
strains are responsible for some cases of viral pericarditis, this is not true 
in all instances since some are associated with ‘atypical viral pneumonia’ and 
their etiology is probably the same as that of the pulmonary disease. 


INFECTIOUS MONONUCLEOSIS 
Opinion regarding the efficacy of antimicrobial compounds in the treatment 
of infectious mononucleosis varies a great deal. 

Bennike (1951) administered penicillin to 99 patients with this disease and com- 
pared the course of their illness with that of a group of 67 untreated individuals. 
Since the duration of fever, presence of exudate, persistence of sore throat, and 
average length of hospital stay were the same in both groups, he concluded that this 
drug was without effect 

The two antibiotics with which infectious mononucleosis has been treated 
most extensively are chlortetracycline and chloramphenicol. A number of 
observers have reported favourable effects following the administration of 
chlortetracycline. On the other hand, several have commented on the lack 
of therapeutic activity of this drug. Chloramphenicol has also been claimed 
to be useful in this disorder. Long (1950), however, has pointed out that 
this antibiotic is ineffective and that penicillin, streptomycin, and tetra- 
cycline also have ‘little value’. From a review of the literature recording 
the results of the use of various antibiotics, and on the basis of his own 
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experiences with chlortetracycline and chloramphenicol, Walker (1953) 
came to the conclusion that there was no evidence that any therapeutic 
agent is effective in infectious mononucleosis. 

The fact that both good and poor results have been observed when infec- 
tious mononucleosis has been treated with various antimicrobial drugs 
suggests that such therapy is probably ineffective. It is well known that 
patients with this disease are susceptible to bacterial invasion of the pharyn- 
geal mucous membrane, especially if leucopenia, which is common in this 
disorder, is present. Thus, beta-hemolytic streptococcal pharyngitis or 
fuso-spirochetal angina are not uncommon complications. It is likely 
therefore that the discrepant reports concerning the effectiveness of anti- 
biotic treatment are related to the absence or presence of such secondary 
infection and its response to the drug being administered. 

The therapy most recently suggested for infectious mononucleosis is 
chloroquine phosphate (Gothberg, 1960). 


Four patients with this disease are claimed to have exhibited a ‘dramatic and 
possibly specific, clinical response’ when chloroquine phosphate was administered. 
The heterophile antibody response was not suppressed and hepatic dysfunction not 
prevented by treatment. 

Whilst this is an interesting report, it obviously requires confirmation before 


this drug can be recommended. 


VIRAL (BENIGN) PERICARDITIS 
Although the etiology of ‘viral’ pericarditis has not been delineated in many 


instances, a number of attempts have been made to treat this disorder with 
antimicrobial compounds. Since these drugs have been shown to be inactive 
against the Coxsackie viruses, both in vitro and in vivo, the cases of peri- 
cardial infection in which these agents are involved would not be expected 
to respond favourably to antibiotics or sulphonamides. Nevertheless, some 
investigators have reported beneficial effects following the administration 
of antibacterial substances, including chlortetracycline and oxytetracycline. 
Penicillin, streptomycin, and sulphonamides have not proved effective. My 
own experience with the so-called ‘broad-spectrum’ antibiotics has not indi- 
cated an unequivocal therapeutic effect in ‘viral’ pericarditis. It is my prac- 
tice to withhold therapy from mildly or moderately ill patients. If the 
clinical manifestations are very severe or the course prolonged and 
marked by persistent high fever, a trial of one of the tetracycline com- 
pounds appears worth while. If a good effect is not observed in a few days, 
treatment is best stopped in order to avoid unpleasant or potentially 
dangerous drug reactions. 


CAT-SCRATCH DISEASE 
Cat-scratch disease is presumed to be caused by a virus, the exact nature 
of which has not yet been defined. As with infectious mononucleosis and 
‘viral’ pericarditis, there is lack of agreement regarding the efficacy of anti- 
microbial agents in the therapy of this disease. 
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Debré and his co-workers (1950) and Mollaret and his colleagues (1950) have 
found penicillin, streptomycin, and sulphonamides to be valueless. They noted, 
however, that the administration of chlortetracycline or oxytetracycline appeared to 
shorten the expected clinical course. Lange (1951) has recommended chlor- 
amphenicol and oxytetracycline as the drugs of choice. From an experience with 
160 cases of cat-scratch disease, Daniels and MacMurray (1954) suggested that 
chlortetracycline, oxytetracycline and chloramphenicol may be beneficial. In 
contrast to these reports are two studies which indicate that antibiotics are without 


effect in this infection and ‘need not be given’. 
In my experience with several cases of cat-scratch disease treated with 
‘broad-spectrum’ drugs, no significant effect has been noted. 


THE CHEMOPROPHYLAXIS OF VIRAL INFECTIONS 
Measles.—Since the introduction of the sulphonamides, a variety of agents 
has been used for the chemoprophylaxis of rubeola. 

Holbrook (1944) and Coburn (1944) have reported that sulphadiazine eliminates 
bacterial complications in this disease. Failure to prevent the development of 
broncho-pneumonia by the administration of sulphathiazole has been noted, 
however, by Gibel and Litvak (1942). Favourable results have been observed by 
Karelitz and co-workers (1951, 1954) after the prophylactic application of procaine 
penicillin, chlortetracycline, and benzethacil; almost complete elimination of 
secondary infection was achieved. Recently, Karelitz and Isenberg (1959) have 
recorded their experiences with the administration of penicillin or erythromycin 
prophylactically in cases of measles, and expressed the opinion that children who 
receive these antibiotics fare better than those who do not. Weinstein (1955a), on 
the other hand, has been unable to show any protective effect of chemoprophylaxis 
with various antimicrobial agents and has suggested that such management may 
actually increase the risk of development of secondary bacterial infection. 

Varicella.—Weinstein has studied the problem of secondary bacterial 
infection, primarily of the skin, in 485 cases of chickenpox and has been 
unable to demonstrate any reduction in the incidence of this complication 
by the prophylactic administration of a variety of antimicrobial agents. 

Variola.—Antibiotics do not change the clinical course of smallpox. The 
administration of sulphanilamide was thought by Wilkinson (1942) to de- 
crease the incidence of pyogenic complications if the drug was used late 
in the disease. Other antimicrobial agents (penicillin, streptomycin, chlor- 
tetracycline, and chloramphenicol) have been administered without an 
appreciable impact on the infection, but there is a suggestion of reduction in 
the frequency of suppurative lesions when the antibiotics have been ex- 
hibited late in the course. In an investigation of the microflora of the 
respiratory tract and skin lesions in smallpox, Anderson and his colleagues 
(1951) recovered bacteria from vesicles or pustules in 18 of 42 attempts in 
patients given antibiotics and in none of five cases who were not being 
treated. The use of antibiotics in smallpox outbreaks in Great Britain 
during 1949-53 did little to reduce the fatality rate, which was 32.9 per cent. 
(Downie, 1959). 

Influenza.—Walker and his co-workers (1958) have made the following 
comments concerning the use of chemotherapeutic agents in influenza due 
to the Asian strain of virus: 

‘When the severity of the pulmonary complications in the present epidemic was 
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appreciated, at first we used a combination of penicillin, streptomycin and chlor- 
amphenicol as primary treatment in the severe cases. Penicillin and streptomycin 
were given to combat the commoner organisms including Haemophilus influenza, 
which was considered likely to be an important pathogen. Chloramphenicol was 
included because Staphylococcus pyogenes was common in severe cases and because 
we believed that drug resistance would be rare in view of the relatively restricted 
use of chloramphenicol in this country. But superinfection with Staphylococcus 
pyogenes followed this regime, and the impression was gained that the broad- 
spectrum of antibacterial effect led to the development of an ecological vacuum 
in which the now ubiquitous staphylococcus became established’. 

These observations confirm the observations of Weinstein and his col- 
leagues (1954) that the wider the antibacterial activity of a single antibiotic 
or combination of antibiotics, the greater the danger of bacterial super- 
infection. ‘The following statement regarding chemoprophylaxis in influenza 
sums up the attitude which many investigators and clinicians have adopted 
towards this problem (New England Fournal of Medicine, 1957):— 

‘Antibiotics are not effective against the infection caused by the influenza virus; 
they are, however, a major defence and safeguard against the potentially fatal 
bacterial infections of the respiratory tract that may complicate influenza. The 
routine use of antibiotics prophylactically in the community, and particularly in any 
closed population, may result in the establishment and spread of some antibiotic- 
resistant bacterial pathogens that could render the medical profession almost 
helpless in the face of complicating pneumonias caused by such antibiotic-resistant 
organisms. It is therefore extremely important that antibiotics be withheld from 
patients with uncomplicated influenzal viral infections and from others in whom 
they are not specifically indicated. Ideally, they should be reserved entirely for 
those in whom bacterial infection is present, and should be given only after the 
causative organism has been identified and its susceptibility to antibiotics deter- 
mined. If some bacterial pathogens are prevalent and produce infections of the 
respiratory tract at the time an influenza epidemic strikes a community, every 
effort should be made promptly to identify the agent and its susceptibility to avail- 
able antibiotics so that this infermation can be made available to guide physicians 
in their choice of therapy’. 

Viral upper respiratory infections.—Antibiotics are often administered in 
viral infections of the upper respiratory tract and lungs for the purpose of 
preventing secondary bacterial invasion. There is no evidence that these 
agents are of prophylactic value in the ‘common cold’. Ritchie (1958) has 
recently claimed that the early use of antimicrobial drugs in small doses 
prevents the severe form of this syndrome. Rasmussen (1959), however, has 
pointed out that :- 

‘Examination of the data reveals that there was no difference in the over-all 
incidence of colds but rather in their apparent severity which was determined sub- 
jectively rather than objectively. Further, severe colds were excluded from the 
treated but not the control groups. The significance of this study remains highly 
questionable’. 

Studies of ‘common’ respiratory infections and the common cold treated 
with a variety of antibacterial compounds by Walker (1955-56) and Trais- 
man (1955) also contradict the observations of Ritchie. 

Since secondary bacterial infections rarely complicate atypical viral 
pneumonia or psittacosis, there is no need for the application of chemo- 
prophylaxis in these diseases. 

Poliomyelitis —That attempts to reduce the incidence of bacterial infec- 





THE TREATMENT OF VIRUS DISEASES 509 


tions of the trachea and lungs in tracheotomized poliomyelitis patients with 
respiratory paralysis are ineffective has been pointed out by Lepper and 
his colleagues (1954). 

They observed that, regardless of the number and type of antibacterial agents 
used, the prevention of implantation of one or more species of bacteria into a sterile 
trachea was only slightly more successful than no treatment at all. The ‘broad- 
spectrum’ antibiotics greatly reduced the prevalence of favourable changes in the 
tracheal flora. All combinations of drugs and single agents, except when three 
or more were used, increased the number of organisms in the trachea to a higher 
level than that observed when no treatment was given; this was especially notable 
when the broad-spectrum antibiotics were administered. The unfavourable altera- 
tion of flora which occurred when prophylaxis was attempted was thought to 
outweigh the good that might be accomplished by preventing pneumococcal, strepto- 
coccal, and H. influenze infections. 

Failure of chemoprophylaxis to protect against bacterial invasion in 
‘respiratory’ policmyelitis has also been recorded by Weinstein (1955b) and 
Livingstone and his co-workers (1957). 

Other virus infections.—There is no evidence that the prophylactic ad- 
ministration of antimicrobial agents is of value in preventing bacterial 
invasion in infections due to ECHO or Coxsackie viruses, adenovirus 


disease, viral bronchitis or laryngotracheobronchitis, the viral encepha- 


litides, infectious hepatitis, herpes simplex, or herpes zoster. 


TREATMENT OF SECONDARY BACTERIAL INFECTIONS 
IN VIRAL DISEASES 

The treatment of the secondary bacterial infections which complicate many 
of the common viral diseases is no different from that employed in the 
management of them when they occur without prior viral invasion. Bacterio- 
logical studies, including antibiotic-sensitivity determinations (if indicated 
by the nature of the organism), should be carried out promptly, and specific 
treatment initiated early when the complication threatens life as is the case 
with bacteriamia and pneumonia. The combined activity of a virus and bac- 
terium may produce fulminating disease in instances in which either acting 
alone is usually responsible for a less serious and rapidly advancing situa- 
tion. The application of antimicrobial agents in cases of superficial infection 
such as that which occurs in chickenpox is questionable. Such therapy 
should be reserved for instances in which evidence of spread and systemic 
manifestations are present. 


THE EFFECT OF CORTICOSTEROIDS ON VIRAL INFECTIONS 
The influence of corticosteroids and corticotrophin on viral infections in 
the experimental animal and in man has been studied extensively. It has 
been suggested that, in general, the corticosteroid compounds depress 
resistance to invasion by a variety of micro-organisms. 


INFECTIOUS (VIRAL) HEPATITIS 
The administration of cortisone or corticotrophin in cases of viral hepatitis 
has been thought by Evans and his colleagues (1953) to induce a ‘dramatic 
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decrease’ in the intensity of the jaundice. The effect on other liver function 
tests is variable. The duration of the disease appears to be shortened by 
the steroids and, on occasion, by corticotrophin. More rapid healing of the 
histological lesions in the liver has been noted in the treated patients. The 
disadvantages of this type of therapy have been found to be: (a) a 25 per 
cent. relapse rate, (b) frequent side-reactions, (c) development of chronic 
liver disease in some instances, and (d) failure to prevent death from ful- 
minant hepatitis with coma. Evans and his co-workers do not recommend 
the routine use of hormone therapy in viral hepatitis. Cortisone, pred- 
nisone, and corticotrophin, however, have been considered very effective 
and even ‘lifesaving’ in this disease by other investigators. Huber and 
Wiley (1955) have suggested that corticosteroids be given only to patients 
who do not respond to conventional therapy. 

Nelson (1957) is in agreement with other observers that the treatment 
of acute viral hepatitis with cortisone leads to more rapid disappearance of 
clinical and laboratory evidence of hepatic dysfunction. 

He recommends, however, that it be not given routinely in the usually benign 
disease because of the increased risk of relapse but that it be reserved for the 
small number of cases in which there is ‘undoubted evidence of severe disease’. 
He has established the following criteria for the selection of patients for steroid 
therapy :—(a) total serum bilirubin of 15 mg. per cent. or greater; (b) inability to 
control anorexia, nausea, and vomiting with intravenous glucose therapy over a 
period of three days; (c) evidence of marked hepatic necrosis as shown by disturbed 
sensorium, rapidly shrinking liver, foetor hepaticus, or coma. There is no unequivocal 
evidence that this treatment prevents chronic liver damage. Relapses respond to 
readministration of steroids. 

Hanger (1957) has pointed out that the adrenal steroids are useful in 
cases of protracted hepatitis, especially those of the cholangiolitic type, and 
in patients who suffer repeated relapses or who show little clinical improve- 
ment and unchanging abnormal laboratory findings after six weeks or longer 
under optimal conservative management. Treatment with cortisone or its 
derivatives is not indicated when spontaneous improvement is occurring or 
when a single abnormality such as jaundice with a delayed indirect Van 
den Bergh test, or a persistently positive cephalin flocculation reaction, or 
thymol turbidity is present. Goldgraber and Kirsner (1959) have noted that, 
despite the fact that the administration of steroids to individuals with sub- 
acute and chronic cholangiolitic hepatitis produces amelioration of symp- 
toms such as anorexia and itching and improvement in liver function, they 
could obtain no evidence from study of liver biopsies that the basic disease 
process is altered. 

It is thus apparent that no benefit accrues from the administration of 
corticosteroids or corticotrophin in the usual case of viral hepatitis and that 
these drugs are most effective and useful in patients with severe or ful- 
minant liver involvement or in those with protracted disease. The chronic 
cholangiolitic form of the disorder does not appear to be favourably influ- 
enced by this treatment. The high incidence of relapse associated with 
corticosteroid therapy is a significant drawback. The other untoward effects 
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of these drugs, especially their tendency to reduce resistance to invasion 
by various micro-organisms, present another problem which merits serious 
consideration before and during treatment. 


VARICELLA 

There is no indication for the administration of corticosteroids or cortico- 
trophin in uncomplicated varicella. The drugs have been used, however, 
when primary varicella pneumonia has occurred during the course of the 
disease. Although rapid recovery from the pulmonary involvement has been 
noted, this does not establish the effectiveness of this treatment since it is 
not rare for this type of pneumonitis to show dramatic improvement in 
twenty-four to forty-eight hours without specific therapy. 

Problems related to the use of adrenal steroids have arisen primarily 
when patients receiving these drugs for diseases such as acute rheumatic 
fever, hematological disorders, rheumatoid arthritis, and systemic lupus 
erythematosus have come in contact with chickenpox virus. Haggerty and 
Eley (1956) were the first to call attention to the fact that when varicella 
developed in children receiving corticosteroids, the severity of the lesions 
was more intense, the eruption so altered in appearance that it was difficult 
to recognize, and the risk of death markedly increased. They could not 
demonstrate any relationship to the dose of drug or the length of is ad- 
ministration. Nichols (1957) confirmed these observations but suggested 
that the quantity of steroid being administered at the time of contact with 
chickenpox virus is important in determining the risk of severe disease and 
death. He found that all patients taking 50 mg. or less of cortisone a day 
made an uneventful recovery when they developed varicella. ‘The duration 
of therapy did not appear to be a determining factor. An unusual instance 
of reactivation of varicella virus by treatment with cortisone has been 
recorded by Shee and Fehrsen (1953). 

They have described an 11-year-old boy who had chickenpox from which he 
recovered but which reappeared approximately five weeks later following the 
administration of cortisone for an allergic reaction to penicillin. 

Varicella may be completely benign and terminate with healing in the usual 
time in individuals receiving steroids when they develop the disease. 

There appears to be no indication for the use of corticosteroids or cortico- 
trophin in varicella or its complications, with the exception of thrombo- 
cytopenia. When this infection occurs in the course of steroid therapy for 
some other disease, it has been recommended that the dose be reduced as 
rapidly as possible as soon as exposure to the virus has taken place. 

‘Fortunately, as Haggerty and Eley (1956) have pointed out, the incubation period 

of chickenpox allows gradual reduction of the dosage and adequate time for the 
adrenals to resume normal function before the infection is manifested’. 
Nichols (1957) suggested that when large doses of steroids are being given 
they be reduced immediately to an ‘estimated stress level’. Depending upon 
the course of the infection, this can be increased to 50 mg. a day. Fatal 
varicella has been observed, however, when as little as 25 mg. of steroid a 
day were being administered (Haggerty and Eley, 1956). 
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MUMPS 

The administration of corticosteroids is not indicated in uncomplicated 
epidemic parotitis. These agents have been employed primarily when 
orchitis or meningo-encephalitis has been present. Solem (1954) reported 
prompt subsidence of the acute involvement of the testes after a single 
injection of corticotrophin. He suggested that the beneficial effects resulted 
from blocking of the exudative tissue reaction with a reduction of the cellular 
inflammation and that this might prevent subsequent disturbances of sperm- 
atogenesis. ‘The treatment of severe mumps orchitis with corticotrophin or 
prednisone has been noted by Petersdorf and Bennett (1957) and Zeluff and 
Fatherree (1957) to produce rapid defervescence and reduction of testicular 
swelling and pain. Risman (1956) has pointed out that steroids provide only 
symptomatic relief. 

He found that the administration of cortisone led to amelioration of pain and 
tenderness within twenty-four hours but that the duration of the swelling was 
unaffected. The drug neither shortened the course of unilateral orchitis nor affected 
the febrile response. It did not prevent the development of testicular involvement 
on the contralateral side, even when large doses were given. 

That corticosteroid therapy may predispose to the appearance of bacterial 
infection, an extremely rare complication of untreated epidemic parotitis, 
has recently been reported by Smith and Bishir (1958). 

Of 20 patients with testicular involvement given corticotrophin, one developed 
bilateral conjunctivitis and iritis. In a group of 20 individuals treated with cortisone, 
one suffered a streptococcal infection of the pharynx, another had a bacterial 
pneumonia, and a third developed suppurative otitis media. No bacterial infections 
were observed in 34 untreated cases of mumps orchitis. 

Therapy of mumps ‘ meningo-encephalitis’ with corticotrophin and 
cortisone has been reported by Spitznagel (1958). 

Only five patients were studied; of these, two did not have encephalitis but 

presented a picture of viral meningitis. The steroid compound and corticotrophin 
produced rapid remission of lethargy and delirium. Although the temperature fell 
rapidly, it tended to return to higher levels for short periods of time accompanied 
by minor recurrence of other symptoms. 
The data from so few cases are too meagre to allow any conclusions to be 
drawn. It is noteworthy that orchitis developed in one instance during the 
period of cortisone administration. This patient and one other suffered 
additional salivary gland involvement during treatment. 

Adrenal steroids and corticotrophin have no place in the treatment of 
uncomplicated mumps. Although amelioration of pain and tenderness 
follows the use of these agents in mumps orchitis, the fact that testicular 
involvement may occur while the drugs are being given raises considerable 
question as to their effectiveness and indicates the necessity for a cautious 
and conservative attitude toward their use, especially in view of the reported 
occurrence of bacterial infections. The data regarding mumps ‘meningo- 
encephalitis’ are not adequate enough to allow any conclusions. Personally, 
I do not administer adrenal steroids or corticotrophin to patients with 
mumps orchitis, meningitis, or encephalitis. 
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INFECTIOUS MONONUCLEOSIS 

Corticosteroids and corticotrophin have been employed in infectious mono- 
nucleosis with variable results. The administration of corticotrophin intra- 
venously to patients with the severe ‘anginose’ form of the disease may be 
of great help in relieving respiratory distress when it is present, and in 
eliminating the occasional need for tracheostomy. Although orally adminis- 
tered prednisone appears to initiate prompt symptomatic improvement, 
especially decrease in intensity of pharyngitis, Mason and Adams (1958) 
are of the opinion that the drug does not shorten the total duration of illness 
and that the ultimate value of steroids in the therapy of this disease remains 
to be proved. Spink (1955) and Creditor and McCurdy (1959) recommend 
the use of corticosteroids in cases of severe infectious mononucleosis. 
Cronk and Naumann (1956, 1958) have pointed out that, although the 
drugs produce dramatic results, discontinuance of treatment after twenty- 
four to thirty-six hours leads to the return of all of the acute signs and 
symptoms because their effect is only anti-inflammatory and not on the 
basic disease process. The total time required for recovery is essentially 
the same in treated and untreated patients. Because of these observations, 
Cronk has recommended that the use of adrenal steroids be restricted to 
instances in which the infection is severe. 

The use of corticotrophin or corticosteroids in the management of the 
average case of infectious mononucleosis cannot be recommended. The fact 
that amelioration of symptoms has been observed does not indicate the 
necessity for administering these drugs. The disease is so protean in charac- 
ter and variable in its course, that conclusions concerning the effectiveness 
of any type of therapy are very difficult to draw. The susceptibility of indi- 
viduals with infectious mononucleosis, especially those with leucopenia, to 
bacterial infection constitutes a serious contraindication to the administra- 
tion of adrenal steroids because of their ‘resistance’-lowering activity. It is 
my own opinion that these agents should not be employed except in the 
very rare situation in which the severity suggests the possibility of a fatal 
outcome. 

HERPES ZOSTER AND HERPES SIMPLEX 

Herpes zoster.—A number of cases of herpes zoster have been treated with 
corticotrophin and adrenal steroids. ‘The primary effect of these agents in 
this disease appears to be relief of pain. ‘The course of healing of the super- 
ficial lesions is not altered by this therapy and requires one to three weeks. 
The fact that herpes zoster has been noted to develop in patients while they 
were receiving cortisone or corticotrophin for other diseases throws con- 
siderable doubt on the effectiveness of these drugs in altering the course 
of this infection. 

Herpes simplex.—Not only are corticosteroids and corticotrophin without 
beneficial effect in herpes simplex, they are highly dangerous when the 
disease involves the cornea. Thygeson and his colleagues (1953) have shown 
that, in the presence of herpetic (dendritic) keratitis, adrenal steroids fail 
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to arrest the process and produce a spreading destructive involvement 
which oftens results in perforation of the cornea and subsequent loss of the 
eye. This detrimental sequence has been observed not only when these 
agents have been used in the acute form of the infection but also when 
subacute lesions involving the corneal stroma have been treated. Exposure 
of the human conjunctiva to corticosteroids for protracted periods has been 
observed to activate a latent herpetic keratitis in some instances. Jawetz 
and his co-workers (1959) have found that topical application of these drugs 
aggravates this type of ocular disease and may lead to loss of vision probably 
because of interference with normal separative processes and the structural 
integrity of the cornea. 
VIRAL PERICARDITIS 

Corticotrophin and adrenal steroids have been said to produce remission 
when given to patients with viral (benign) pericarditis. That this therapy is 
of questionable merit is suggested by the observation of Reid and his col- 
leagues (1956) that, although cortisone leads to symptomatic relief at first, 
a full-blown recurrence of the disease may develop while treatment is being 
continued. There is no evidence that the drugs have a direct effect on the 
infectious process. It is most likely that the amelioration of symptoms which 
is produced is due to the anti-inflammatory properties of these compounds. 
Collected experience suggests that the adrenal steroids are without value in 
the average case of viral infection of the pericardium. When clinical mani- 
festations are severe, protracted, and disabling, however, a brief trial of this 
type of therapy may be indicated. The possibility of preventing constrictive 
pericarditis at a later date by treatment of the acute phase of the disease 
with corticosteroids or corticotrophin merits comment. ‘Thetrue frequency 
of this sequela is presently unknown but the generally accepted opinion is 
that it is very uncommon. Exposure to the dangers of steroid treatment for 
the prevention of this probably rare complication does not seem justified. 


OTHER VIRUS INFECTIONS 
A case of death from generalized vaccinia following injection of cowpox 
virus in a patient receiving cortisone at the time of attempted immunization 
has been recorded by Olansky and his colleagues (1956), and studies of the 
effect of steroids on poliomyelitis in animals have indicated that they 
enhance this infection. The administration of corticotrophin is neither 
beneficial nor harmful in this disease in man when therapy is initiated after 
the onset of symptoms. There is no indication for the use of corticosteroids 
or corticotrophin in uncomplicated measles regardless of its severity. Con- 
tact with rubeola virus during the administration of steroids for another 
disorder may result in death from giant-cell pneumonitis (measles virus). 
Although it has been claimed that corticotrophin and the corticosteroids are 
of value in the management of post-rubeola meningo-encephalitis, proof of 
this is inadequate. On the basis of the extreme variability and unpredict- 
ability of the course and outcome of post-measles encephalitis, it is my 
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practice to administer corticosteroids only when the clinical picture de- 
teriorates appreciably in twenty-four to forty-eight hours of observation or 
when a stable benign situation is suddenly interrupted by a sharp increase 
in the extent and severity of the neurological abnormalities. 


SUMMARY 

The effectiveness of antimicrobial agents in the therapy of viral infections 
is limited to those in which the causative organisms are not true viruses 
but are members of the genus Chlamydozoacea, species Miyagawanella; 
these include psittacosis, lymphogranuloma venereum, trachoma, inclusion 
conjunctivitis, and some cases of ‘atypical viral pneumonia’. In some 
instances, ‘viral’ pneumonitis for example, more than one type of organism 
may be involved. Since some of these are susceptible to antibiotics and 
others are not, it is impossible to predict the activity of ‘specific’ therapy. 
The antibacterial drugs are completely valueless in the management of true 
virus diseases; among these are mumps, measles, rubella, varicella, variola, 
viral hepatitis, Coxsackie, ECHO, and adenovirus infections, herpes sim- 
plex, herpes zoster, the viral encephalitides, yellow fever, the ‘common 
cold’, and other types of viral respiratory tract infections. 

Although, on theoretical grounds, the administration of antibiotics should 
prevent secondary bacterial invasion in patients with viral diseases which 
may predispose them to this complication, controlled and critically evalu- 
ated experience indicates that this objective is seldom, if ever, attained. 
Not only does chemoprophylaxis fail to decrease appreciably the incidence 
of such infections, but in some instances it may increase their frequency. 
In addition, the diseases which develop during prophylaxis (superinfections) 
are often due to organisms which may be difficult to suppress or eradicate 
with the presently available anti-infective drugs. 

Present information suggests strongly that, with rare exceptions, cortico- 
steroids have no place in the treatment of viral infections. The physician 
must be constantly aware that the administration of these drugs is always 
fraught with danger. 
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THERE are few branches of surgery in which greater progress has been made 
in a general sense during recent years than in urology. Despite the fact that, 
for the most part, the urogenital tract is deeply situated, modern methods 
of investigation permit a high degree of precision in diagnosis and have been 
matched in many instances by corresponding advances in treatment. As 
was pointed out on the last occasion on which urology was reviewed in 


‘Advances in Treatment’ : 

“The practice of urology is based on a standard of accuracy which is probably 
more exact than that pertaining to any other system in the body. When therefore 
it is necessary to refer a patient for urological examination there should be every 
expectation that a considered diagnosis will be obtained and the preferable mode 
of treatment, if any is required, revealed’ (Jacobs, 1957). 

Briefly the trends of progress in the specialty during the last few years 
have been in three directions: the development of ‘medical’ urology, the 
exploration of new methods of radiological diagnosis and assessment, 
and the improvement of treatment for various specific types of urogenital 


disease. 


MEDICAL UROLOGY 

The centenary of the foundation of St. Peter’s Hospital for Stone in 1860 
(Morson, 1960) serves to emphasize the revolutionary changes which have 
taken place in the specialty over the last hundred years. At the time of the 
hospital’s inception urological surgery was practically confined to the treat- 
ment of stone, and the introduction of conventional operative procedures 
for prostatic obstruction, bladder tumours and hydronephrosis was still to 
come. Nowadays, with the refinement and elaboration of urological surgery 
in general, interest has reverted to the investigation and management of the 
causative factors of lithiasis. At the same time attention has become in- 
creasingly directed towards the study of functional disorders of the kidney, 
with special reference to their prognosis and suitability for treatment by 
specific medical methods or dialysis. This has necessitated the close co- 
operation of a physician with the urological surgeon, supported by a team 
including a pathologist, biochemist and radiologist, to say nothing of the 
appropriate nursing staff and suitable equipment. In many centres nowadays 
teams of this nature have been established and their harmonious working 
has already contributed extensively to our knowledge of urological disease 
in its medical sense. 
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URINARY CALCULI 

Both the occurrence and the recurrence rate of renal calculi have stimulated 
biochemical and radiological research in recent years which in several 
instances has suggested important modifications in treatment. The search 
for a metabolic factor has led to extensive studies of the blood and urine 
chemistry with particular reference to the detection of hyperparathyroidism. 
It is now firmly established that the commonest presentation of this disease 
consists in the appearance of a renal stone in association with a raised serum 
calcium and that skeletal changes indicative of osteoporosis are often absent. 
Estimation of the serum calcium (with special reference to the ionized 
component) and the investigation of the calcium/creatinine ratio in the 
urine under appropriate dietetic conditions have been found helpful in 
establishing the diagnosis (Harrison, 1959). At the same time biochemical 
investigations have served to distinguish a group of patients who habitually 
excrete an excess of calcium in the urine but in whom the serum value 
remains comparatively normal. The significance of such idiopathic hyper- 
calciuria in relation to recurrent stone formation is at present still under 
investigation. The problem of nephrocalcinosis is likewise one which has 
attracted attention from both its biochemical and radiological aspects, and 
the detection of serum electrolytic disturbances has suggested appropriate 
methods for its medical management. 

The manner in which the common types of renal calculi develop has been 
exhaustively reviewed by Pyrah (1958), with special reference to their 
crystalline structure and chemical constitution. This work emphasizes the 
desirability of a suitable dietetic regime in cases of recurrent lithiasis, com- 
bined with measures to reduce the absorption of stone-forming agents from 
the intestine by the employment of aluminium gels and ion-exchange resins. 

Apart from disorders of calcium metabolism certain rarer causes of stone 
formation have also received attention. It is now established that the forma- 
tion of cystine calculi is influenced by an inherited renal tubular defect and 
that treatment by enforced diuresis may be successful, not only in reducing 
the size of such stones, but in securing their elimination. Such treatment 
represents an ideal which unfortunately is not as yet possible in the case of 
most of the commoner forms of stone which have a different chemical 
constitution. 

From a surgical aspect the preponderance of calculi which are found in 
the inferior calyces of the kidney has been emphasized by Hamilton Stewart 
and others who advocate partial (lower polar) nephrectomy as a means of 
avoiding recurrence. This operation has now become a standard procedure 
in urology and may well be applied in bilateral cases where conservation of 
any healthy renal tissue is a matter of importance. 


STUDIES OF RENAL STRUCTURE AND FUNCTION 
Renal biopsy and puncture.—The value of renal biopsy, once decried in 
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relation to its significance in cases of unilateral renal hypertension, has 
recently become re-established in the diagnosis of certain forms of medical 
renal disease. When combined bacteriological and histological studies are 
undertaken guidance may be afforded in the treatment of chronic pyelo- 
nephritis as well as in differentiating this condition from other causes of 
renal failure. In this respect the procedure may prove invaluable as an 
indication as to whether or not dialysis on the artificial kidney is likely to 
prove beneficial. In some instances percutaneous needle biopsy has also been 
applied to the differential diagnosis of suspected neoplasms of the kidney 
but its use in this connexion is not universally accepted and the method is 
contraindicated unless facilities for surgery are immediately at hand. The 
diagnostic aspiration of solitary renal cysts under radiographic control has 
become a recognized procedure provided that suitable radiological equip- 
ment is available (Fergusson, 1960). The differentiation between cyst and 
neoplasm may also sometimes be assisted by renal angiography or the use 
of tomography following a massive intravenous injection of a suitable 
contrast medium such as ‘hypaque’ (Southwood and Marshall, 1958). 

Renal function tests.—Although, in general, confidence is still placed in 
the results of conventional biochemical tests and excretion pyelography, a 
new method of assessing individual renal function consists in estimating the 
relative radioactivity of both kidneys after the intravenous injection of radio- 
active ‘hypaque’. This method, particularly if supplemented by selec- 
tive renal arteriography, has a special application to the study of renal 
hypertension and may serve as an indication for appropriate surgical 
treatment. 


THE ARTIFICIAL KIDNEY 

Although the concept of the artificial kidney is not new it is only in recent 
years that the technical problems connected with efficient dialysis have 
become solved. As a result, a number of centres have been established 
throughout the country where suitable apparatus and appropriate biochemi- 
cal facilities are now available. The chief indications for dialysis at the 
present time are the removal of endogenous toxins in acute renal failure and 
the correction of electrolytic imbalance in the oliguric or anuric phase 
resulting from conditions such as traumatic shock, abortion and acute 
nephritis after adequate conservative treatment has failed. It may also be 
employed for the removal of exogenous toxins, such as salicylates, bromides, 
thiocyanides and barbiturates resulting from overdosage. On occasions 
haemodialysis is lifesaving and in other circumstances a valuable adjunct to 
clinical management. It does not, however, affect the underlying cause of 
the renal failure and is thus unsuitable in chronic renal disease save as a 
temporary palliative measure. Its future employment as an ancillary to renal 
transplantation when this procedure becomes universally applicable remains 
a matter for conjecture. 
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RADIOLOGY IN UROLOGY 

Owing to their deeply placed situation, lesions of the urinary tract can often 
only be recognized preoperatively by radiological means. During the last 
few years the conventional methods of radiodiagnosis have been reinforced 
by the use of the x-ray image intensifier and more recently by linkage of this 
apparatus with closed-circuit television. One of the dangers of visualizing 
the urogenital tract by x-rays has lain in the risk of excessive exposure to 
irradiation, particularly when carrying out prolonged screening of the genital 
area. The intensifier now allows prolonged visualization with a greatly 
reduced current and provides sufficient illumination for detailed studies of 
the movements of the urinary tract which can be recorded if desired on a 
cinematograph film. Such studies have given useful information regarding 
the normal pattern of motility in various parts of the urinary tract and have 
allowed a comparison to be made in cases showing different forms of disease. 
For example, the rigidity and lack of movement of an individual calyx in 
early renal tuberculosis may be an important diagnostic sign. Many other 
studies have been made, including observations on the motility of the pelvi- 
ureteric junction in cases of hydronephrosis (Murnaghan, 1958; Hanley, 
1959), and on the movement of the lower ureter and mechanism of reflux 
from the bladder in congenital lesions of the uretero-vesical junction. 
Cineradiographic studies have also been made of the function of the 
bladder in various forms of neurological disease. The problem of in- 
continence and the mechanism of control of micturition following pros- 
tatectomy have also been investigated by simiiar means (Caine and Edwards, 
1958). The latter studies have demonstrated the importance of preserving 
the short length of urethra between the prostatic apex and the urogenital 
diaphragm at prostatectomy, since it appears that passive control is de- 
pendent upon the integrity of this segment. 

From a surgical standpoint it can readily be inferred that visualization of 
the urinary tract during operative procedures might often be advantageous. 
The linkage of an industrial television camera to the image intensifier, as 
applied at the Institute of Urology, now enables the surgeon to direct an 
instrument at any desired point in the urogenital tract which can be 
demonstrated on the monitor screen. The practical applications of this 
technique have so far been confined to various endoscopic or remotely 
controlled procedures, such as the extraction of calculi from the ureter, 
aspiration of renal cysts and selective bone biopsy where the lesion is radio- 
graphically evident. It has also been used for the identification of small 
calculi by needling the exposed kidney at operation under x-ray television 
guidance. Further experience is likely to provide additional indications 
and the fact that it is now possible to televise an x-ray image to the wards 
or to other parts of a hospital may also have important teaching impli- 
cations. 

THE TREATMENT OF URINARY INFECTION 
Prophylaxis.—Considerable emphasis has recently been laid on the dangers 
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of chronic pyelonephritis and the risk of this and other infective complica- 
tions resulting from faulty catheterization. A high incidence of bacteriuria 
and urinary infection has been reported when catheter drainage has been 
associated with urological and gynzcological operative procedures, and 
measures have been suggested to minimize their recurrence (Gillespie et al., 
1960). Scrupulous asepsis is essential and the instillation of chlorhexidine 
into the urethra before instrumentation appears to be of value, whilst the 
provision of closed underwater drainage in cases undergoing indwelling 
catheterization is strongly recommended. The disinfection of cystoscopes 
and catheters has also received considerable attention and a new method of 
‘pasteurization’ has been advocated (Francis, 1959). 

Treatment.—The indiscriminate use of antibiotics as a primary form of 
treatment is generally condemned, both on account of the risk of emergence 
of resistant organisms and on the grounds that cheaper remedies are effective 
in uncomplicated cases and show less liability to produce side-effects. ‘Treat- 
ment with a suitable sulphonamide such as sulphafurazole, in conjunction 
with an alkaline diuretic, usually suffices for a simple infection, whilst one of 
the newer long-acting sulphonamides (e.g. sulphamethoxypyridazine) may 
serve to control a chronic process. Nitrofurantoin is often valuable in more 
resistant cases and is occasionally effective in eliminating a troublesome 


Proteus or Pyocyaneus infection. 


RENAL TUBERCULOSIS 
Sufficient time has now elapsed since the introduction of antibiotic therapy 
to assess the full value of its contribution to the control of urogenital 
tuberculosis. Five- and ten-year survival rates are now available from 
several centres and all show such a striking reduction both in morbidity and 
mortality as to support the claim that the conquest of this disease ranks 
among the most notable advances in urology. Combined therapy with 
streptomycin, PAS and isoniazid over a sufficient period can now be relied 
upon to control renal tuberculosis effectively; indeed, in a recent series of 
214 consecutive cases at the Toronto Hospital for Tuberculosis not a single 
case died from the disease (Gale and Kerr, 1959). Despite a low mortality 
some morbidity remains as the result of local fibrotic changes brought 
about by the earlier infection. Old cavities in the kidney which fail to drain 
on account of fibrous contraction of the calyceal neck may respond to simple 
incision and curettage (cavernotomy) which has now largely replaced partial 
nephrectomy for this condition. Similarly, the contracted bladder resulting 
from previous infection may be enlarged by an intestinal graft (ileocysto- 
plasty) or the urine diverted by transplantation of the ureters into an ileal 
conduit. In a number of recent cases the adaptability of an isolated segment 


of the sigmoid colon for the purpose of forming an artificial bladder has 


been explored. 


TUMOURS OF THE BLADDER 
Some advances have been made towards the adoption of a uniform classifica- 
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tion of bladder tumours based jointly upon their histological characteristics 
and on their depth of penetration and extra-vesical spread. The importance 
of such a classification lies in the provision of an international standard from 
which the results of various forms of treatment can be more accurately 
assessed. In general the treatment of bladder tumours continues to depend 
upon surgical removal, coagulation and excision by diathermy and irradia- 
tion, either singly or in combination. Whilst low-grade superficial tumours 
often respond well to the simple surgical measures, cystectomy may be 
required in more diffuse lesions, particularly those near the bladder base. 
Anaplastic growths and those which have penetrated the bladder wall are 
generally unsuitable for surgery and are better treated, if only palliatively, 
by irradiation. Intermediate forms may lend themselves to combined 
surgical excision and the application of interstitial irradiation by means of 
radium, radon seeds or radioactive tantalum wire. A careful assessment of 
each case in terms of the histological grading and the stage of penetration of 
the tumour is so important to the correct planning of subsequent treatment 
that preoperative biopsy and examination under anesthesia have now 
become obligatory. 


PROSTATIC DISEASE 

Apart from the introduction of certain technical refinements the surgical 
management of benign prostatic enlargement remains the same. The com- 
parative safety of the operation per se has recently led to its being advocated 
at a somewhat earlier stage in the symptomatic course of the disease on the 
grounds that cardiovascular and pulmonary complications are less likely 
and progressive deterioration of renal function is avoided. Younger subjects 
may also prove suitable for hypotensive anzsthesia which enables the 
operation to be performed more precisely and deliberately in an almost 
bloodless field. Some surgeons now advise the removal of the posterior 
capsule of the gland together with the adenomatous mass as a prophylactic 
against cancerous development later. 

In malignant disease of the prostate opinion remains divided on the relative 
value of cytological examination of the prostatic fluid and actual biopsy as a 
means of diagnosis in doubtful cases. The detection of malignant cells in a 
smear preparation may, however, eliminate the need for biopsy in cases in 
which no subsequent operative treatment is intended. With regard to 
treatment, a majority of patients are still first seen at the stage when radical 
surgery is excluded for reasons of local spread or metastases or on account of 
age and infirmity. Age has been shown to be of considerable prognostic 
significance, many of the older patients eventually dying from causes other 
than cancer (Fergusson, 1958). A fair measure of control over the malignant 


process can be satisfactorily achieved by hormonal therapy in upwards of 
80 per cent. of cases but there is no means of determining the endocrine- 
resistant group at the outset. When conventional endocrine therapy ceases 





ADVANCES IN UROLOGY 523 


to be effective further relief can sometimes be obtained by one of the 
phosphorylated cestrogens, e.g. stilbcestrol diphosphate (‘honvan’) which, if 
necessary, can be administered intravenously. In the advanced metastatic 
stage of the disease it has been shown that dramatic improvement may 
sometimes follow pituitary inactivation. Adequate suppression of pituitary 
function may be achieved by the implantation of radioactive yttrium seeds 
introduced transnasally through a hollow needle under radiological control 
into the hypophysis. 
INFERTILITY 

The determination of nuclear sexing is now recognized as of fundamental 
importance in its bearing on male infertility. Although a typical physique 
and certain variations in the genitals and secondary sex characteristics are 


generally regarded as constituting the Klinefelter syndrome, it has now 


become established that abnormal nuclear sex (and infertility) may be 
unaccompanied by any obvious external manifestations. The diagnosis of 
infertility dependent upon this cause may thus rest entirely on chromosomal 
studies. In other instances infertility may be due to congenital abnormalities 
in the epididymal tubules or to acquired conditions such as old gonococcal 
epididymitis and mumps orchitis. In a few cases surgical exploration may 
be called for and, if active spermatozoa can be recovered from the head of 
the epididymis, an anastomosis between this structure and the vas deferens 
(vaso-epididymostomy) may be successful in restoring a semblance of 
fertility. 
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ADVANCES IN GERIATRICS 


By ROBERT T. MONROE, M.D. 
From the Age Center of New England, 160 Commonwealth Avenue, 
Boston, Massachusetts 


Tue title of this article has a pleasantly optimistic air, for it assumes that 
there is a discipline called geriatrics and that advances have been made in it. 
Unfortunately, neither of these assumptions fares well upon close scrutiny. 
A number of societies, clubs and periodicals take the name of geriatrics, but 
practically no mention of it is found in the programme of medical schools, 
teaching hospitals and national medical organizations. Advances in medical 
knowledge benefit old people, of course, but how many of them can be 
credited to deliberate researches based on age? 


WHO ARE THE GERIATRICIANS? 

Who are the Geriatricians? Specialists in every medical area deny that they 
are. They study techniques, drugs and situations according to established 
methods of research and clinical investigation on which age seems to them 
an artificial restriction. General practitioners deny that they are. They feel 
that it is better to consider symptoms and diseases without primary focus on 
age. People in general agree with them. Where there is a choice, it is difficult 
to persuade patients to go to geriatric clinics or specialists in old age. That 
would amount te a public declaration that they are old. No-one looks for- 
ward to the last part of life with the zest which he felt on facing early 
maturity. Doctors and patients equally assume that it has inferior status, 
that healing and restorative services lose their point because the expecta- 
tions of continued living and satisfactory progress are not as limitless as they 
are for young people. And the complexities of the medical history and 
physical examination are unwelcome to over-busy doctors. 

The content of the field of geriatrics cannot, however, be left entirely to 
physicians of goodwill and sympathy for old people, nor to the non-medical 


workers who are concerned with the impact on society of the growing 


numbers ot ageing and aged persons. I am one of those who believe that the 
clinical study of ageing individuals is an exciting area of research and prac- 
tice. 


SURVEY STUDIES 

Geriatrics receives much information from the many surveys of old people 
and their problems which are conducted under public health, social welfare 
and economic auspices. When the data are clearly defined and sound 
statistical methods are used, significant contributions are made; and all of 
them testify to the growing awareness of old people’s presence in our 
communities. The geriatrician, however, like most clinicians, does not think 
along statistical lines; he even tends to discount averages and generalities 
because his patient is so certain to be an exception to them. Furthermore, 
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he tends to be critical of the meanings of the words and the methods of 
questionnaires, and of the frequent assumption that the subjects are repre- 
sentative of all old people everywhere. 

Concentration on one problem tends to result in its being distorted or 
misinterpreted. A professor of medicine recently wrote: ‘Of first importance 
is the creation of an attitude that the patient’s illness is of utmost importance 
to him’. The clinician agrees that occasionally and transiently this may be 
true, but he insists that many illnesses are of little importance and that always 
the patient himself outranks them all. So, during campaigns for diabetes 
mellitus, for example, the geriatrician is busy reassuring his patients that the 
disease is not always as threatening as the reports appear to imply, that it is 
not known how regularly a ‘potential’ diabetic becomes an active diabetic, 
and that frequen’ resort to tests of blood and urine will not increase their 
security as much as it will invite agitation. Campaigns for the early 
detection of cancer have caused physicians to be more alert and the public 
to be generous in its support of research, but again the clinician deals with 
those in whom the aroused threats are hard to overcome. Progress in 
science is of such great interest to newspaper reporters that we need to be 
careful how our responsible status as caretakers of health is involved. The 
reading public seems to believe that we sometimes overstate our case. How 


else can one reconcile the increase in cigarette consumption with the lung 
cancer threat campaign against it? 

One good example of the orientation that can come from a well-designed 
survey is the National Health Survey conducted by the United States 


Department of Health Education and Welfare in 1958. 

A major question was how common and how heavy is the burden of illness in 
old age? Interviews with 36,000 households, covering approximately 115,000 
persons selected by a random sample method, showed that persons over 65 years 
of age spent 16.3 days in bed during one year due to disability or disease. This 
was a little over 2.3 times as many days as were spent by persons aged 25 to 64 
years. The 65+ group had 47.3 days of restricted activity per year, or again 2 to 3 
times as many as the middle-aged group; but they had 6.8 physician visits per year, 
or only 1.28 times more than the middle-aged group. These were non-institution- 
alized persons, but hospital care was included and the physician visits included 
those to the office as well as to the home. 

Confusion was apparent when attempts were made to define chronic 
conditions in terms understood by the respondents (of 26 titles, two were 
‘hardening of the arteries’ and ‘mental or nervous trouble’), and to estimate 
their role in restricting activity. Perhaps some of the increased load of illness 
in old age is due to the aged having more time to devote to their symptoms 
and to their being urged on all sides to have check-ups and care. The 
importance of this survey seems to be its measure of sickness in old age in 
relation to sickness at other ages, for when one looks in upon most general 
hospitals one sees such large numbers of elderly patients that it might easily 
be concluded that the load of old people on them is overwhelming and 
characteristic of the age. 

Shanas (1960) has given an even more optimistic picture of the amount 
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of sickness in old age by an equally careful survey made by the National 
Opinion Research Center in 1958. 

A sampling of the non-institutionalized population over the age of 65 (estimated 
at 95 to 97 per cent. of the group) showed that, whilst about 85 per cent. said that 
they had been ill in the preceding four weeks, two-thirds of the admitted ill had 
not been limited in their customary programme and only one-eighth of them had 
spent a day or more in bed. Only one-third of the ill group had seen or talked 
with a doctor about their trouble; the majority seemed to feel that for all but new 
illness he was unnecessary or that they could care for it just as well by themselves 
on the basis of previous experience. Less than 10 per cent. claimed lack of money 
as the excuse for not calling upon medical aid. In general, the ‘very sick’ were 
estimated as about 10 per cent. of the population aged 65 to 74 years and not quite 
20 per cent. of the population over 75 years. 

Geriatricians are as alert as most clinicians to the possible errors in assum- 
ing that the incidence of diseases in one hospital or community can be taken 
to be equally true elsewhere ; they know that claims made for a drug or a diet 
or other therapies vary with the faith of the therapists and patients, with the 
local culture and with natural history of the diseases, as well as with the 
quality of endeavour that went into the conception and execution of the 
ideas. But possibly geriatricians are more besieged with information thrust 
upon them from non-medical sources; here they require even more careful 
use of their critical faculties. It is easy to detect ridiculous surveys—such as 
the psychological study of members of a group of homes for the aged which 
reported that g5 per cent. answered ‘yes’ to the question: ‘Are you happy 
here?’ (who would dare to answer ‘no’ in such circumstances?); or such as 
the ‘research’ in a state agency that concluded that 8000 new homes must 
be built at once by public funds (based on the average estimate of 30 uniden- 
tified ‘authorities’ that 2 per cent. of the old age group ‘needed’ or ‘wanted’ 
public housing.) On the other hand, it is too easy for physicians, in their 
ignorance of sociology, psychology and anthropology, to discard without 
study the highly significant contributions of those disciplines to the science 
and art of medicine. 


‘NEVER HAD IT SO GOOD’ 
So much of the current information about old people concerns their needs, 
particularly in this year of preparation for the White House Conference on 
Ageing in January, 1961, that it may not be amiss to point out that from 
some points of view old people ‘never had it so good’ as they do now. The 
spectacular advances in medicine, particularly in surgery and in the control 
of infections, are only in part responsible for this favourable situation. The 
production of food, its variety, its preservation and preparation and avail- 
ability have improved so greatly that malnutrition and starvation in our 
civilization are confined to abnormal or unfortunate personal choices. 
Improvements in the hours and conditions of work have lessened trauma 
and made boredom more common than exhaustion. For more than a genera- 
tion, the period of formal education has been extended to the age of sixteen, 
the growth of colleges and of ‘adult education’ facilities has been enormous, 
the radio and television are universally available; so that few now enter old 
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age without the habit of being informed or the means of receiving informa- 
tion. The means of getting about in buildings, in city and country, over the 
world, have been so revolutionized that isolation in old age has been mini- 
mized. The standardization and mass production of all sorts of conveniences 
for housekeeping have extended the independent years of feeble people. 

Even the economic situation of old people has improved tremendously. 
Cash income is less in retirement and fixed incomes fare badly in times of 
inflation; but the indebtedness of old people is less than that of younger 
ones, their responsibilities for others are less, and their tangible property 
considerable (Kemp ef al., 1959). About half of the old-age group own 
medical insurance; annuities and private company pension plans have 
increased; and Social Security payments are made to all but the few self- 
employed. The cost of medical care frightens only those who see so many 
without insurance coverage or who contemplate the residue of life in a 
nursing home; public welfare funds and the Veteran’s Administration 
establishments are available for all who are in need. Unmet needs in 
particular areas and localities are not denied, but they are small enough so 
that the general demands of old people should not be permitted to outrank 
the needs of all people cf other ages, and small enough to permit more indi- 
vidual choice in their solution. 

GERONTOLOGY 

The geriatrician has much to learn from gerontologists who study what they 


variably describe as the ageing process by the disciplines of biology, psy- 
chology, sociology and clinical medicine and who do this as far as possible 


without involvement in medical care. A committee of the Gerontological 
Society, working with the National Institute of Mental Health, has made a 
major contribution in collecting what information is available on ageing in 
general. Its first volume, ‘Handbook of Ageing and the Individual’, was 
issued last year under the able editorship of James E. Birren (1959) and 
considered psychological and biological topics. The second volume, ‘Social 
Gerontology’, and the third, ‘Ageing in Western Society’, are scheduled for 
release this year. 

Much hope is expressed that these volumes of the Society, and its meet- 
ings, will promote interdisciplinary understanding. Unfortunately, it is 
usually the scientist in another field than ours who seems to need the 
understanding most; our efforts are fully engaged in keeping up with our 
own discipline as it is now! But they all agree that the physician who cares 
for patients does not contribute to research in a proper sense! They are 
probably correct, but it may well be that the practitioner can give their 
studies valuable criticism and practical illumination, for his work forces him 
to be informed on a wide variety of subjects. Thus, the geriatrician is 
distressed that the subjects of psychological studies are so often described 
merely as ‘normal’, or ‘normal for their age’, disregarding as immaterial 
whether they were deflected in their responses by bodily states, by pre- 
occupation with family worries, by desire to get free medical examinations 
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or a small stipend, by resenting the investigator and the authorities whom he 
represents. Many tests of physiological functions have been made on normal 
people—all from almshouses and institutions. Can the results be assumed to 
be the same for vigorous, independent, well-nourished, self-managing 
people of the same age? The answer that abnormality is to be expected in all 
and therefore largely cancels out hardly satisfies the clinician. Yet it is his 
privilege to be wise enough to discover how to fit all these necessarily 
abstract data into the day-to-day situations which he encounters in practice. 


GERIATRICS 
I would define geriatrics as the study of living processes in ageing indi- 
viduals. The focus is on the individual, not ageing, and an individual is 
defined admirably by the biologist, Herrick (1949), in an excellent biography 
of his friend, the late Professor Coghill: ‘Man is a mechanism which, 
within his limits of life, sensitivity and growth, is creating and operating 
himself’. 

Each living thing is unique. There never was, and never will be, another 
just like it in chemical composition, organization and orientation. The evi- 
dence for this has been presented in interesting detail for man by Williams 
(1956). The organization of his central nervous system is sufficiently com- 
plex by itself to account for his being unique as described by Sherrington 
(1953) and Hebb (1949) along neurological lines and Allport (1955) for 
psychology. And the writings and example of Albert Schweitzer show it 
as a philosophy: ‘reverence for life’. 

We are creating, repairing, restoring ourselves every day of our lives, in 
every tissue, except, apparently the cells of the central nervous system. This 
requires all sorts of operating mechanisms for dealing with our environ- 
ment: sensory input, selection of choice; motor response; the manufacture 
of specific nutriment from ingested materials and its transportation, and 
the disposal of wastes. Pork fat is now our fat, and different; beef muscle 
becomes our particular muscle. Information seems to be managed in similar 
fashion. Many observations seem to be cast out like waste food, but what 
is stored is made unique for us by the way it is perceived, placed in and 
made part of a framework and made available to reflective scanning devices. 
For keeping an even keel on our way through the storms and stresses of 
the world of people and the world of things about us, we use chemical, 
nervous and emotional gyroscope systems, and for finding and steering a 
course we rely more and more on what we feel is our total self. 

All this is a ‘given’ for the adult, who copes from minute to minute and 
day to day in what seems to him a fairly routine manner. It is a tremendous, 
explosive, exhausting and zestful job for the infant who must create the 
main scaffolding of his operating systems, and for the adolescent who must 
come to some understanding with life and things around him. It is a job 
that comes to be recognized with fear, dismay and distaste by the ageing 
person. Sensory input becomes less through failing vision, hearing, taste, 
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touch and smell. Central reception and disposal of information, and selection 
of choice for action, slow down, possibly by a steady loss of nerve cells 
after the age of 50, probably more by careless, cluttered housekeeping and 
distracted attention. Motor responses become awkward, stiff or tremulous. 
His world of people and things changes, and his course may change. But 
is old age fully described when a man’s losses in disease, disability, circum- 
stances and status are added up? Are there not values to be discovered in 
the accommodations and adjustments he has had to make, in the structure 
of his habits and available association systems, in the drives and orientations 
extending from them, in the self which he recognizes as more than the 
sum of its parts? 
RESPECTING THE INDIVIDUAL 

In every case, over the wide and shifting range from sage to senile, the 
geriatrician consciously respects the individual as the one who is still 
‘creating and operating himself’, as the one who alone can discover his 
proper course of action and how to pursue it. Even the most externally 
managed or most disturbed person shrinks his world down to where he can 

in Vermont parlance, ‘make do with what he’s got’. Only in rare situations 
must the clinician take charge. Most of his work is in counselling with the 
ageing person along ‘client-centered’ lines (Rogers et al., 1951), giving in- 
formation as to what appears to be happening and uncovering a variety of 
choices for action. A few examples will illustrate how this works in practice. 

Who is the best physician for an old person? Obviously, one who is chosen 
by him, whether he be specialist or cultist, druggist or neighbour. We can 
hope he will choose well and fare well but, though you lead a horse to the very 
best water, liberally provided at no expense, you cannot make him drink. 
That message gets through for which a door has been opened. There are 
difficulties, and perhaps one of them is the parent-child quality of the 
doctor-patient relationship (Lee, 1960), so easily assumed by young physi- 
cians and resented by oldsters who consider themselves out of character 
when not in a position of authority, particularly to a doctor whose ways 
are different from the good old ones. Perhaps another difficulty is the 
apprehension that a physician who represents an organization will require 
obedience to that organization if matters are to go well, and how uneven 
the communication often is between one person and an official group! 
Many act as if physicians who are salaried can be more devoted to the 
source of the salary than to the patient; or as if the physician in whom 
they have invested their own money is not only one worth their while to 
listen to but also one who has made a definite contract to serve them. 

Who has the time to give to old people, whose histories and descriptions 
are notoriously long? Again, the doctor whom they choose. But the process 
need not be harrowing or done at one session. Parts of the history can be 
completed at later sessions. The initial visit is somewhat of a sparring 
match, the patient testing in various ways to see if this doctor can really 
‘understand’ him on equal terms, the doctor trying to bring things to a 
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quick diagnostic end. It can be made worse if carried on during the physical 
examination in order to save time, for then the patient clearly is on a plane 
below the doctor. Weeks may go by before the patient has the courage to 
review his whole situation, to work towards an understanding of what can 
be done and to decide what in fact he will do. Depending on how much 
his symptoms bother him and how he likes their guidance by the doctor, 
he may not start the process at all or break it off at any point. If he carries 
through, he has the great security of understanding his troubles and of 
feeling understood by someone else. Basically this is the science of human 
relations. As no course on it is given in medical schools, physicians would 
benefit from its principles given in a course at Harvard (Cabot and Kahl, 
1953). 
ALL PHYSICIANS ARE GERIATRICIANS 

The field of geriatrics, then, is traversed by all physicians daily. We are 
under observation at all times as counsellors and caretakers of health. We 
are not permitted to shed our professional cloak when we believe we are 
off duty. A specialized body of data may and should develop for our use 
in the care of sick old people, but all of us will use it. Our attitudes are 
what count now, as a few general examples will show. 

How does a doctor make an old person do what he should do? Well, who 
knows what he should do, except in obvious emergencies? We may feel that 
our advice is wise, but the patient alone can know when and how to follow 
it. ‘You must get your hernia repaired’ is translated into ‘my doctor wants 
me to have my rupture operated upon’ ‘You must go to the hospital’ suffers 
in translation, ‘What will happen to me with all that clinicking and testing?’ 
‘I can’t afford it and I hate charity’. ‘Will I be sure to come back home 
on discharge?’ “This is serious, perhaps it is the end’. “There’s no sense in 
your continuing to live in that big old house now that your husband is dead 
and your children have moved away’, meets ‘It’s my home, my way of life, 
the place where I know how to live’. 

How do we make him take his disease seriously and cooperate with us 
in rehabilitation? But is the disease as serious as we suggest? Is it our inten- 
tion that our diabetic become devoted to its meticulous care if he has 
other aims and goals? Do we really mean to imply that a coronary artery 
occlusion or cerebral vascular accident once encountered is only too likely 
to occur again even with the utmost devotion to a low-cholesterol diet, 
anticoagulants and so on? Is it not better to learn when and how to ter- 
minate a disease and its treatment? We need to learn how much the activa- 
tion of diseases is associated with family and social strains (Hinkle and 
Wolff, 1957). And which rehabilitation fares best, in circumstances not 
requiring mechanical instruction: that which is imposed by an overwhelm- 
ing team of experts or that which grows freely from within the patient? 

We can do much to identify the origin and significance of symptoms in 
old people better than we have done. So far as I am aware no symptoms 
are due to age, and I doubt if there are any due to ‘poor circulation’ or 
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‘hard arteries’. Not all skeletal aches and pains are arthritis; some are the 
result of awkward or infrequent use. What harm does fatigue do, when the 
rested person is the hard worker and the tired person is the one in bed or 
chair? Not all laboured or rapid breathing on exercise is due to ‘strain on 
the heart and lungs’; much of it is just poor breathing habits. What harm 
is hypertension clearly doing in this case, or insomnia in that one? We may 
have to accept the specialist’s word that here is painless glaucoma, there 
a memory defect, but we can work with fair confidence that measures can 
be found to prevent progressive deterioration if the patient is given the 
facts and guidance. 

There is a special art in working with old people in institutions and 
nursing homes with recognition that they have areas of normal behaviour 
and some capacity to manage themselves. It needs to be improved and it is. 
But the great majority of ageing people consider themselves to be reason- 
ably well and capable. They want to be considered without prejudice for 
age—-a prejudice which they shared until others began to apply it to them. 
If their life expectancy seems too short to us to make study and treatment 
worth while, it is of more interest to them than our longer span, and they 
are not impressed with impending death. They act as if they are in charge 
of themselves, which quite often involves claiming and accepting dependency 
for special purposes such as housing, recreation, income. And they believe 
that they have assets sufficient to cancel out part of the list of their deficits, 


EPILOGUE 


Any resemblance of this article to a dispassionate review of the subject, 
‘Advances in Geriatrics’, disappeared early, if it existed. It is not contended 
that one must like old age and all old people. It is believed that if one 
studies sick old people intelligently and imaginatively, one soon learns the 
strength of the democratic belief in the worth of the individual, and that 
such studies in turn lend new insights into the ways that persons of all 
ages operate. 
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Success in the treatment of tropical diseases depends not only upon the 
availability of curative drugs and knowledge as to the etiology and preven- 
tion of disease but on ensuring the timely application of effective remedies. 
Thus, in the tropics, progress in knowledge may be vitiated by economic 
recession, failure of crops or lack of medical personnel. Changes in the 
environment may lead to an alteration in the host-parasite relationship with 
a reduction in immunity. Thus, African students coming to Britain from a 
holoendemic malarious area tend to lose their premunity and to suffer from 
malaria on return to their homes. 

In order that prompt treatment may be given, practitioners in Britain 
must entertain the possibility of a tropical disease being responsible for ill 
health in those who have been abroad. Travellers can be effectively pro- 
tected against malaria by drugs but if they are taken irregularly or stopped 
prematurely severe falciparum (malignant) malaria may develop and late 
relapses of the other less severe forms of malaria may eventually occur 
even though the suppressive drugs are continued for four weeks after leaving 
the tropics. Hepatic ameebiasis leading to a liver abscess can be a silent 
disease and pass unrecognized until the patient is gravely ill; yet in the 
early stages chemotherapy alone and later aspiration in addition lead to a 
rapid resolution. There is now effective treatment for most helminthic in- 
fections and a search for such an origin in any patient from the tropics, 
with an eosinophilia, will often be rewarding. For example, onchocerciasis 
should be suspected in any patient from West Africa having an irritating 
skin lesion and a considerable eosinophilia. 


MALARIA 
Recent advances have been in the wider use of modern antimalarials and 
their modifications. Salts of chloroquine (‘avloclor’, ‘nivaquine’) and 
amodiaquine (‘camoquin’) are established as the drugs of choice for an overt 
attack. Chloroquine has the advantage that parenteral preparations are also 
available and whilst, for the most urgent case, intravenous chloroquine 
given slowly is safe and life-saving, it can also (unlike quinine) be given 
intramuscularly without the risk of causing muscle necrosis. By this route 
it acts quickly and is of particular value for small children in whom imme- 
diate intravenous therapy may be technically difficult. In severe falciparum 
infections, associated with profound anemia, a blood transfusion may be 
required initially in addition. The use of noradrenaline for the shock-like 
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condition of algid malaria has been advocated on the basis of experimental 
work. Falciparum malaria in temperate zones may be missed if it is not 
appreciated that a tertian periodicity may not be pronounced, rigors are 
uncommon and parasites may be scanty in blood films. Although most 
infections are due to a failure to take antimalarials regularly, strains of 
Plasmodium falciparum showing some resistance to proguanil (‘paludrine’) 
and pyrimethamine (‘daraprim’) do exist and thus falciparum malaria 
cannot be excluded by the statement that either of these drugs was taken 
regularly up to the time of leaving the tropics, but it is most unlikely that 
falciparum malaria will be the cause of fever after taking chloroquine or 
amodiaquine regularly. 

The continuation of chemoprophylaxis for a few weeks after leaving the 
tropics is a wise practice but this may not prevent late relapses of vivax 
(benign tertian) and malaria (quartan) malaria after stopping the drugs. 
These relapses, due to the persistence of the exoerythrocytic phase in the 
liver, require to be treated by a fourteen-day course of an 8-aminoquinoline, 
such as primaquine, 7.5 mg. twice daily. If, however, the patient is due 
shortly to return to the endemic area, an alternative plan is to restart regular 
chemoprophylaxis which will suppress the attacks. Details of modern 
malarial chemotherapy are set out in Dunlop et a/. (1958). Recent formula- 
tions giving enhanced protection are ‘daraclor’ (a combination of pyri- 
methamine and chloroquine), chlorproguanil (‘lapudrine’), a metabolite of 
proguanil, and ‘lapaquin’ (a combination of chlorproguanil and chloro- 
quine) which, in a dosage of 1 tablet weekly, may prove to be the most 
effective combination for the suppression of malaria. 

Blackwater fever.—The widespread use of malarial chemoprophylaxis 
among non-immunes has greatly reduced the incidence of this serious com- 
plication of neglected falciparum malaria. The principles of abundant fluids 
and rest enunciated by the white hunter who said ‘I only require water 
and a gun to shoot anyone who tries to move me to hospital’ still hold 
true but, in addition, a well-matched blood transfusion to replace hamolysed 
erythrocytes and save the kidney tubules from anoxia, and cortisone to 
prevent a further wave of hemolysis have proved of value. Eradication of 
the falciparum malaria is not urgent but chloroquine can be given with 
safety as soon as hydration is achieved. 


AFRICAN TRYPANOSOMIASIS (SLEEPING SICKNESS) 
The pentavalent arsenical, melarsen, and melarsoprol (mel B), in which 
dimercaprol is combined with the more toxic trivalent melarsen oxide, have 
become established as potent drugs with the advantages of being also effec- 
tive after the nervous system has been invaded and for parasites showing 
resistance to tryparsamide. As they are toxic drugs, suramin (‘antrypol’) is 
favoured for early cases and pentamidine still has a place in the treatment 
and prophylaxis of 7. gambiense infections. The maximum single dose of 
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melarsoprol is 5 ml. of 3.6 w/v solution (equivalent to 3.6 mg./kg. for a 
man of 50 kg.), and a total of 30 to 35 ml. in one month is required. The 
maximum single dose should only be gradually attained, using an initial 
dose of 0.5 to 2 ml. and, if the patient’s general condition is very poor, 
preliminary treatment with suramin should be given. Melarsoprol has been 
followed by the introduction of a water-soluble compound ‘mel W’ which 
has the advantage that it can be given intramuscularly. Its value has not 
yet been fully assessed but in adequate doses it appears to be highly effec- 
tive and the troublesome venous thrombosis and some other toxic reactions 
prone to occur with melarsoprol are avoided. It is at present being employed 
(Robertson, 1960) in a dose of 5 mg./kg., as the smaller dose suggested by 
Friedheim and de Jongh (1959) may be insufficient for some Trypanosoma 
rhodesiense infections. Nitrofurazone (5-nitro-2-furfuraldehyde semicar- 
bazone) may cure some cases of trypanosomiasis which have relapsed after 
melarsoprol. It may therefore have a limited field of use but polyneuro- 
pathy, hemolytic anemia and degeneration of seminiferous tubules have 
been observed following its use. 


LEISHMANIASIS 

Kala azar.—There has been no change in the drugs available: pentavalent 
antimonials (e.g. sodium stibogluconate (‘pentostam’)) and pentamidine are 
in common use. Pentamidine is less potent than the antimonials but may 
be adequate for the less resistant forms or useful for alternating with anti- 
monials when repeated courses are required. Stilbamidine has been aban- 
doned owing to neuropathic sequela, although 2-hydroxystilbamidine is 
said to be free from this disadvantage. The recognition of forms limited to 
cervical adenopathy (Bell et al., 1958), the occurrence of the disease after 
a very long incubation period and its acquisition sexually from a husband 
(Symmers, 1960), have widened the field in which treatment is now known 
to be required. 


AMCEBIASIS AND BACILLARY DYSENTERY 
Amebiasis.—There is little to add to the recommendations made by Wood- 
ruff (1959). Parenteral emetine hydrochloride is the drug of choice initially 
for acute intestinal amcebiasis. Hepatic ameebiasis yields to chloroquine or 
emetine hydrochloride unless abscess formation is advanced, when aspira- 
tion is required in addition. Subsequent treatment is directed towards 
eradication of intestinal amcebiasis by emetine bismuth iodide or diloxanide 
(‘entamide’). A recent modification ‘entamide furoate’ is promising 
(Woodruff and Bell, 1960; Marsden, 1960). There is probably no condition 
in the tropics which is more often incorrectly diagnosed, and hence more 
over-treated, than intestinal amoebiasis, yet even so the practitioner must 
always be on the alert for the sporadic appearance of an ameebic abscess 
of the liver which may develop years after the patient has left the tropics. 
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Bacillary dysentery.—Acute bacillary dysentery usually responds well to 
sulphonamides and hydration. The less absorbable sulphonamides (e.g. 
phthalylsulphathiazole 1 g. six-hourly) are the most used but long-acting 
sulphonamides such as sulphadimethoxine (‘madribon’) have been used suc- 
cessfully. Some strains of Shigella are relatively resistant to sulphonamides. 
For these an antibiotic to which the organism has been shown to be sus- 
ceptible should be substituted. 


TYPHOID FEVER 

Chloramphenicol is still the drug of choice and, combined with adequate 
fluids, is usually lifesaving and greatly shortens the period of toxzmia. 
Relapses are reduced by prolonging the drug for two weeks but late relapses 
may still occur and the carrier rate is little affected. The use of TAB vac- 
cines has been disappointing. A combination of antibiotics may free a con- 
valescent carrier from the infection but rarely affects an established carrier 
in whom, however, both cholecystectomy and irrigation of the biliary 
system with antibiotics (Erlik and Reitler, 1960) may be successful. An 
important advance in treatment has been the demonstration that some 
patients, whose general condition at the time of perforation of an intestinal 
ulcer was too poor for laparotomy, may recover following skilled nursing 
and continued chloramphenicol. Surgery should therefore be reserved for 
those patients who have sustained an undoubted perforation at a time when 
toxemia was not pronounced. 


RICKETTSIAL INFECTIONS 
Tetracycline appears to be as effective as chloramphenicol in the treatment 
of typhus and Q fever and is to be preferred as the fear that chloramphenicol 
therapy may rarely be followed by aplastic anzmia still exists. 


BRUCELLOSIS 

The standard treatment is now tetracycline, 2 g. for 21 days plus strepto- 
mycin, 1 to 2 g. daily for 14 days. More than one course may be required. 
In resistant cases, especially those due to Br. melitensis with osteitis, a 
sulphonamide, e.g. sulphadimidine, 1 g. six-hourly, given in addition 
appears to enhance the likelihood of cu.e. In the exceptional highly febrile 
patient with severe toxemia the use of prednisone, 20 mg. eight-hourly at 
the onset of treatment for twenty-four to seventy-two hours only, combined 
with the antibiotics, expedites the relief of toxemia. It is important to 
remember that agglutination of Brucella suspensions may be due to agglu- 
tinins from a previous illness or to cross-agglutination due to tularemia or 
the use of a cholera vaccine. There is thus a danger that brucellosis may 
be overdiagnosed and antibiotics unnecessarily administeied. 


PLAGUE AND CHOLERA 
Plague.—Any of the antibiotics, streptomycin, chloramphenicol or tetra- 
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cycline, have proved lifesaving in all forms of plague. Streptomycin has 
the advantage of an easy parenteral intramuscular route, although a strain 
resistant to it has been reported. 

Cholera.—Although Vibrio cholera shows some sensitivity to antibiotics 
cure still depends on the timely administration of intravenous fluids and 
later control of electrolytes and kidney function. 


LEPROSY 

Dapsone has continued to prove of wide application in the treatment of 
all forms of leprosy but the course of treatment is very long and, unless the 
drug is used in very small doses initially (e.g. 25 mg. to 100 mg. twice 
weekly), allergic reactions and other side-effects may seriously hamper its 
use and necessitate its temporary suspension and then the use of solapsone 
intramuscularly or thiambutosine (‘c1BA 1906’), a diphenylthiourea com- 
pound, 2 g. daily. A combination of streptomycin and isoniazid (‘strepto- 
hydrazid’) has proved of value in patients intolerant of sulphones, especially 
if buccal lesions are present. 

A promising adjuvant to treatment has been the introduction of diethyl- 
dithiolisophthalate, known as ditophal (‘etisul’). This drug is administered 
by the daily inunction of 5 g. (6 ml.). Many lepromatous patients show a 
rapid and heartening improvement. As, however, drug resistance develops 
after a few weeks if ditophal is used by itself, the present proposal is to 
use the drug in combination with dapsone and thiambutosine, perhaps pre- 


ceded by a short course of dapsone alone. It is hoped that the introduction 
of ditophal will prove to be a major advance in shortening the period of 
infectivity of lepromatous patients and in giving the patient welcome en- 
couragement at the start of a long period of treatment. The search for drugs 
to reduce still further the total length of treatment continues. 


RELAPSING FEVER 
A short course of tetracycline has proved superior to arsenicals and is 
usually effective in preventing relapses of both tick-borne and louse-borne 
intections. On experimental grounds, however, there would appear to be a 
possibility of a persistent latent infection in nervous tissue after apparent 
cure. 
LEPTOSPIROSIS 

A controlled trial has cast further doubt on the efficacy of antibiotics in 
human leptospirosis but penicillin in large doses early in the disease may be 
beneficial and, from experience of the treatment of dogs, streptomycin 
appears to be active against L. canicola. 


YAWS 
Long-acting penicillin in a single dose of 2.4 mega units, combined with 
appropriate public health measures, has revolutionized the treatment of 
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early yaws. Although individual and later cases may require additional 
penicillin, in the primitive conditions in which alone yaws flourishes, the 


use of a single injection (with a later re-survey to detect relapses, latent cases 
which have become active and new importations) has much to recommend it. 


VIRAL INFECTIONS 
Except for the lymphogranuloma-psittacosis-trachoma group, which are 
perhaps better classified as belonging to the Rickettsia, no drug has, as yet, 
come into use for the treatment of viral infections. The 17 D strain of 
yellow fever virus has been shown to give effective protection for at least six 
years. The occasional occurrence of encephalitis in babies has led to the 
recommendation that it should not be used under the age of g months and 
that it should not be given less than twenty-one days after a primary small- 
pox vaccination. 
RABIES 

Hyperimmune serum became established clinically when it succeeded in 
protecting a group of people severely bitten by a rabid wolf. Its use is 
therefore recommended (0.5 ml. per kg. intramuscularly) after all severe 
bites, especially if the face or hands are bitten. It should be followed by a 
course of anti-rabies vaccine but it bridges the interval of fourteen days 
before the appearance of the antibodies produced by vaccination. If a 
patient is not protected, and the disease develops, it is invariably fatal. The 
occasional occurrence of neuroparalytic accidents after vaccination necessi- 
tates careful consideration after a bite by an animal thought possibly to be 
rabid. If the animal survives for ten days after the incident then it was not 
rabid at the time of biting. Only if the bite is trivial, or if there is grave 
doubt as to whether the animal was rabid, should vaccination be delayed 
until the observation period is over, but unnecessary vaccination is to be 
deplored as occasional avoidable calamities have ensued. 


FILARIASIS 
Diethylcarbamazine (‘banocide’, ‘hetrazan’) has continued to be the drug of 
choice in the treatment of filariasis. The drug often evokes allergic responses 
at first, especially an increase in the rash of onchocerciasis, but if the dose 
is gradually increased, using, if necessary, initially, antihistamine cover, a 
daily dose as high as 9 mg. or 12 mg./kg. may be given in courses of up to 
three weeks. Repeated courses are usually required in onchocerciasis and 
Wuchereria infections. In the former, removal ef any detectable nodules 
should be carried out and cure may be expedited by the use of suramin 
intravenously. As this drug is toxic it should be reserved for special cases 
in which there are indications for it, although in the field remarkable im- 
provement in vision has sometimes followed its use, presumably due to the 
removal of occluding microfilaria from the anterior chamber of the eye. 
Mass treatment with diethylcarbamazine in a dose of 6 mg. per kg. monthly 
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has greatly reduced the incidence of Wuchereria bancrofti infections and 
subsequent elephantiasis in some areas (Kessel, 1957). It has recently been 
realized that Dipetalonema streptocerca may produce an irritant rash and 
yields to diethylcarbamazine. 

In certain areas at least, the syndrome of tropical eosinophilia or eosino- 
philic lung is the reaction of the human host to a hidden filarial infection, 
the syndrome perhaps being caused by dead microfilariz in the lungs. The 
species have not yet been determined but the response to diethylcarbamazine 
is almost uniformly good. It is usually given orally for five days but Anna- 
malai and his colleagues (1959) have used 400 mg. intramuscularly weekly 
for four weeks. In their hands the results have been excellent but other 
workers have found serious intolerance to the drug when given by this route. 


SCHISTOSOMIASIS 
The search for improved drugs for the treatment of schistosomiasis is 
proving elusive and attention is being directed to improved molluscicides. 


TANIASIS 
No new drug has been introduced for the treatment of tzniasis. Probably 
the surest drug, if the patient is prepared by fluids for three days, is male 
fern, and duodenal intubation does not give materially improved results. 
It is the drug of choice for 7. solium infections as it is not likely to cause 
vomiting. This would be particularly undesirable as the regurgitation of 
mature proglottides into the stomach may cause human cysticercosis. 
Patients with cerebral cysticercosis should be treated medically with seda- 
tives or anticonvulsants unless signs of irreversible increased intracranial 
pressure arise. ‘The survival of one of my patients, invalided from India in 
1906 with fits, to his present age of 86 years, illustrates this maxim. 7°. solium 
is no longer endemic in pigs in Britain. Results almost as good for 7. saginata 
can be achieved by mepacrine with less preparation. Provided the bowels 
have been well open and no breakfast taken, 1 g. of mepacrine usually leads 
to the expulsion of the worm with its scolex. Injection of pituitary (posterior 
lobe) B.P.C. is an aid in expelling the worm. Vomiting may be troublesome 
but enough mepacrine usually reaches the worm. The yellow staining of 
the worm facilitates the recognition of the scolex in the stool. Dichlorophen 
(‘anthiphen’) is even less disturbing to the host and can be given in a dose 
of 6 to 9 g. without dieting or other laxatives. It is, however, only successful 
in about half the number of patients so treated and, as the worm disinte- 
grates, fifteen weeks without the appearance of further segments in the 
stool must elapse before the patient can be assured of cure. Hydatid cysts 
are being increasingly recognized in the lung and successfully removed. If 
the cyst wall is completely calcified removal is unnecessary. 


STRONGYLOIDIASIS 
Dithiazanine iodide (‘telmid’) is a valuable new anthelmintic, It is the first 
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drug to be materially successful in the treatment of strongyloidiasis, a 
course of 200 mg. thrice daily for 21 days usually freeing the patient of the 
infection and terminating the trying creeping eruptions attributed to larve 
in the skin and which persisted, especially in ex-prisoners-of-war from the 
Far East from 1945 or earlier, until dithiazanine was administered. More 
than one course may, however, be required. 

The drug is also effective against the almost non-pathogenic whipworm, 
Trichuris trichiura, and the ubiquitous threadworm Enterobius vermicularis. 


rHREADWORMS AND ROUNDWORMS 
As dithiazanine iodide is rather more disturbing than piperazine salts, 
which are also effective against threadworms, it has not yet replaced piper- 
azine for this purpose. Piperazine is available in a number of forms: as the 
citrate (‘antepar elixir’), adipate (’entacyl’ tablets) and phosphate (‘antepar’ 
tablets and chewable wafers). Piperazine phosphate combined with senna 
is now marketed as ‘pripsen’ and a high cure rate is claimed for single-dose 
treatment of threadworms and roundworms. It is important to investigate 
and usually treat the whole family simultaneously for threadworms as 
reinfection from symptomless infection in parents may occur. The use of 


suction pumps for dusting should reduce the spread of viable ova in houses 


and institutions. Piperazine remains the best drug for the treatment of the 
roundworm, Ascaris lumbricoides. In areas where infection is common the 
simulation of appendicitis by ascariasis should be noted but actual perfora- 
tion of the appendix by the roundworm may also occur. 


HOOKWORM 

The importance of malnutrition in contributing to the anaemia of hookworm 
infections, continues to be observed and, in the severely anemic, blood 
transfusions, preferably with packed cells, parenteral iron or oral iron should 
be given before anthelmintics. A new drug, bephenium hydroxynaphthoate 
(‘alcopar’), has been introduced and in a single dose of 3 to 4 g. suspended 
in water (after six hours’ preliminary starvation) has proved very effective 
and without serious side-effects. No subsequent purgation is essential but 
in those who are not severely anamic a saline aperient may be given two 
hours after the drug 


OTHER HEL“SINTHIC INFECTIONS 

By virtue of its concentration m the liver and lungs, chloroquine is being 
used with some success in the treatment of clonorchiasis and paragonimiasis 
and to a limited extent in infections with Fasciola hepatica. Prolonged treat- 
ment with chloroquine has caused the formation of ocular opacities. These 
usually disappear if the drug is stopped. 

Trichinosis.—Opportunities to use anthelmintics against adult Trichinella 
spiralis are rare but it would be worth trying compounds such as piperazine 
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salts or dithiazanine early in trichinosis. The severe symptoms due to larval 
spread are greatly mitigated by the use of cortisone. 

Whipworm.—As already mentioned, dithiazanine is also effective against 
the almost non-pathogenic whipworm, T7richuris trichiura. 


EFFECTS OF HEAT 
The importance of adequate water as well as of salt in the treatment of 
heat exhaustion has been stressed. An intake of 30 g. of salt, obtained by 
adding to a normal diet three teaspoonfuls of salt or 18 enteric-coated tab- 
lets containing 0.65 g. is advised. An improved table on which to hose with 
cold water patients suffering from hyperpyrexia while air freely circulates 
has been described by Guthrie and McCracken (1960). 


DIETS 

An increase in the protein in diet is probably one of the greatest needs in 
the tropics and as a therapeutic measure a high-protein diet remains the 
most important factor in the treatment of kwashiorkor and sprue. On the 
theory that a change of intestinal flora is an important etiological factor in 
sprue, treatment by a succession of different antibiotics has been tried with 
apparent success but until such treatment can be better controlled it is 
unlikely to find general acceptance. 
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ADVANCES IN PHYSICAL MEDICINE 


By J. F. BUCHAN, M.D., M.R.C.P. 


Physician in Charge of Physical Medicine, and Department of Rheumatism, 
Royal Northern Hospital 


THE specialist in physical medicine embraces three main aspects of medical 
science. In the first place, he has the hospital duty of taking charge, both 
from the preventive and remedial aspects, of a wide and somewhat poorly 
defined group of conditions, particularly of certain disorders of the loco- 
motor system. Secondly, he takes charge, in the later and post-hospital 
stages, of the re-education, resettlement and revocation of disabled persons, 
except in certain special instances—for example, the blinded and partially 
sighted. Thirdly, he advises on problems concerning positive health and, in 
particular, those concerning physical education and the up-grading of sub- 
standard youth. As Howitt (1952) remarked, it might appear at first sight 
that these three spheres are separate entities yet this is not so because it 
comes about that physical medicine is primarily concerned with the manage- 
ment of the chronic sick and with their reinstatement to maximum capacity. 
In the achievement of this purpose, although the conduct of every case may 
also involve the use of drugs, diet and other medication, the value of 
physical methods predominates. 


EVALUATION OF PHYSIOTHERAPY 


The majority of patients attending a physical medicine department are 
suffering from one of the chronic rheumatic diseases, hence the number of 
publications on this theme. Lawrence and Sladden (1954-55) have attempted 
to assess the value of physiotherapy in relieving pain in the rheumatic 


diseases. 

Evaluation of eleven standard methods of applying heat and electricity (short- 
wave diathermy, saline ionization, salicylate ionization, histamine ionization, iodide 
ionization, radiant heat, infra-red irradiation, ultra-violet irradiation, ultra-violet 
and infra-red combined, paraffin wax baths or packs as applicable and ultra-sound 
application) showed that each was more effective than a placebo. Short-wave dia- 
thermy produced the greatest relief of pain and histamine ionization had the most 
prolonged relief. Both the degree and duration of relief were augmented by massage. 
An attempt was made to discover the mode of action of these remedies. Deep 
pain, which is the type mainly encountered in chronic rheumatic patients, 
might theoretically be relieved in three different ways. The threshold for the 
deep pain might be raised either by increasing the temperature of the 
hyperalgesic deep tissues or by producing skin pain. Alternatively, a physio- 
therapeutic agent might act by increasing the circulation in the damaged 
tissues and so hastening the absorption or metabolism of a pain-producing 
metabolite. 

Deep-tissue temperatures were measured by means of a needle thermocouple and 
were also assessed by a radioactive isotope clearance test. Skin temperatures were 
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recorded by means of a thermocouple, care being taken that the environmental 
temperature was constant. The data thus acquired were compared with the degree 
of relief of pain. 

With short-wave diathermy there was fairly uniform heating at all 
depths rather greater at 2 mm.: i.e. in the subcutaneous fat. Saline ionization 
caused a considerable increase of skin temperature, the effect diminishing 
until at a depth of 20 mm. it was only 2° C. Salicylate ionization had the 
same effect on tissue temperatures as saline ionization but to a less marked 
degree. With histamine ionization there was an increase of skin and sub- 
cutaneous temperatures but a reduction of the deeper temperatures and also 
of the deep sodium clearance. These results are summarized in table I. 


Com- Temperature rise (0° C.) Sodium 
Degree | Dura- posite clear- 
of tion of assess- At depth ot: ance at 
relief* relief ment of | Surface depth of 
(hours) | relief mm. | 10 mm.! 20 mm.) 20 mm. | 


Short-wave 
diathermy 
Saline 
ionization 
Salicylate 
ionization 


Histamine 
ionization 





Infra-red 
| irradiation 


| Massage ; 3 wf 2. >.! ; 1.0 


*Degree of relief I we no effect, 1 improved 2 abolished. +tDegree of reli and 
, it yours 


duration in hours I wors no effect nproved 5 hours, 2 improved 
+3 abolished 5 hours 4 abolished >s5 hours 


Tas_e 1.—Correlation of relief of pain with tissue temperatures and radioactive sodium 


clearance (Lawrence and Sladden, 1954-55) 

None of the three hypotheses mentioned explained completely the relief 
which was afforded and it thus appeared that the methods of treatment 
outlined in this trial acted either by skin stimulation or by an increase of 
deep temperature or by both. 

In regard to massage, since this is generally prescribed in combination 
with other physiotherapeutic methods it was so used during this trial. Three 
periods of treatment were studied: with no massage, with dry massage and 
with massage using a cream. In this way it was possible not only to evaluate 
the massage but also to obtain some indication of the relative importance of 
skin friction and deep pressure in producing whatever effect might be 
observed. The massage employed was deep massage and was not designed 
specifically to stimulate the skin. Heat and dry massage were found to be 
more effective in relieving pain than either heat and massage with cream, 
heat alone or the placebo control. 

Hamilton and her colleagues (1959) reported an interesting attempt to 
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evaluate the imprevement in functional ability following four commonly 
used forms of physiotherapy. The treatments compared were :— 


(1) Short-wave diathermy given for twenty minutes three times a week. 
] 


(2) Infra-red irradiation for twenty minutes three times a week. 

(3) Inpatients with knee involvement, faradism to the quadriceps for twenty 
minutes three times a week, or for patients with hand involvement wax treatment 
for twenty minutes three times a week. 

(4) A control group. 

Every patient in each of these four groups was also put on a basic regime of 
active exercises, assisted or resisted, with calcium aspirin or codeine compound 
tablets B.P. as required and splintage as necessary. The four courses of physical 
treatment were allocated in random order and each patient had a course of each 
treatment. Assessments were made before and after each month and consisted of 
measurement of the range of movement, power, the time taken to walk up four 
standard steps and down again (knee cases only), the time to walk 20 yards (18 
metres) (knee cases only), and the time taken to tie three knots (hand cases only) 


The patients consisted of 18 with rheumatoid arthritis of the knees, 26 
with osteoarthritis of the knees and 33 with rheumatoid arthritis of the 
hands. It was found that, although in each of these diagnostic categories 
there was some improvement after treatment, this occurred more commonly 
in the first treatment whatever it consisted of and that when short-wave 
diathermy, infra-red and faradism or wax treatment was compared with the 
dummy treatment no significant difference was seen. The authors conclude 
that if there is a difference between treatments it was too small in relation 
to the variability of the group and of the measurements to be distinguishable 
in this number of patients from that due to chance variability. Probably the 
general improvement noted was largely ascribable to the regime of exer- 


cises, analgesics and splintage as well as the psychological effect of having 


the treatment. The function tests employed were too crude to detect 
differences in functional improvement between the various treatments. 
Summarizing the results of these two important investigations it can be 
said that, by and large, physiotherapeutic procedures relieve pain and 
improve functional ability but our tests are not yet well enough developed 
to be able to distinguish grades of functional improvement between the 
various forms of physical treatment. It should be noted that none of the 
treatments did any harm and no patients had to be withdrawn from the 
trials because of side-effects. Very few remedies can boast of such a record. 


ACUTE RHEUMATOID ARTHRITIS 
Partridge and Duthie (1960) studied the effect on hospital inpatients with 
acute rheumatoid arthritis of almost complete immobilization in splints for 
a period of four weeks. They compared them to a similar group of cases not 
so splinted but otherwise treated in an identical way. Their preliminary 
report seems to indicate the value of such splinting in these cases and that 
the danger of ankylosis has been exaggerated. In a previous report from the 
same centre (Duthie et al., 1955) a follow-up was carried out on hospital 
inpatients who had been treated with a ‘basic regime’ of bed rest for two 
weeks, plaster of Paris splints, daily exercises to maintain range of movement 
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at all joints, aspirin, and local heat to the painful joints. The results were 
found to compare favourably with those claimed for other forms of treatment 
such as gold injections or cortisone. 
CERVICAL SPONDYLOSIS 

Kuhns (1955) and Steinberg and Mason (1959) have reported on the treat- 
ment of cervical spondylosis. The condition is divided into three stages by 
Kuhns: (1) Early, in which symptoms are usually those of muscular strain. 
Treatment of these cases consists of support and physiotherapy [sic]. 
(2) Moderately advanced cases. Here symptoms are usually neurological in 
character and are relieved by traction, firm support to the neck and by 
relief of pressure on the nerve roots by surgery. (3) In the late stages 
irreversible changes are often found in the cervical spine and symptoms are 
usually both mechanical and neurological. These cases are best treated with 
a rigid collar. Steinberg and Mason also found in their pilot therapeutic trial 
that a rigid collar gives relief as satisfactorily as any physiotherapeutic 
procedure tested. Marchand and his co-workers (1955), on the other hand, 
recommend small doses of x-rays (total dosage to the skin being 1200r to 
1500r) for a course of three to four weeks. 

ORTHOPADICS AND TRAUMA 
In the field of orthopedics Wynn Parry, Nichols and Lewis (1958) have 
followed up 1,723 post-meniscectomy cases. The main factors leading to a 
rapid recovery were the early development of good quadriceps muscle and 
the absence of an effusion at the onset of intensive rehabilitation. 

Physical medicine departments vary in the number of post-traumatic cases 
they are asked to treat. The volume of this work seems to depend on the 
views of the casualty officer on the importance of physiotherapy as much as 
on the geographical situation of the hospital. Reports on controlled trials of 
these cases are therefore very valuable. Kendall (1954-55) reported on the 
treatment of acute sprains of the ankle. Twenty-seven cases were treated with 
local injection of ‘hyalase’ and the results were compared with those in a 
control series of g2 similar cases, 17 of which had surged faradism, massage 
and exercises; 25 were given a local injection of 2 per cent. procaine, 25 
were immobilized in strapping and 25 had no treatment. A dramatic reduc- 
tion in swelling was observed in the majority of the ‘hyalase’-treated cases 
and the recovery time of these cases was about three days compared with 
nine to fourteen days in the control groups. 


SPORTS INJURIES 

The treatment of injuries in sport and athletic injuries is an important and 
somewhat neglected part of physical medicine. Fell (1956) emphasized the 
importance of prompt treatment, accurate anatomical diagnosis of the 
injury, prevention of undue swelling by the application of cold with or 
without firm pressure, adequate immobilization to allow time for healing, 
the maintenance of muscle power and its restoration speedily to a maximum. 

Lloyd (1959), in his presidential address to the Section of Physical 
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Medicine of the Royal Society of Medicine in 1958, spoke of his experiences 
at the Sixth British Empire and Commonwealth Games, when 1,122 com- 
petitors were under his care. The ratio of men to women was 6:1 and during 
their four weeks’ stay nearly half of the competitors reported sick because of 
illness or injury, some for more than one condition (table I1). 

In all there were 392 injuries and only nine required hospital admission 
(2.3 per cent.). There were 171 muscle and tendon tears and sprains oc- 
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curring most commonly in runners and jumpers, 136 sprained joints and 
traumatic synovitis occurring most often in boxers (hands and backs), 
wrestlers (backs and shoulders), jumpers (ankles, backs and knees) and 
throwers (backs and shoulders), and finally ‘various’ injuries, contusions, 
lacerations, sore heels, blisters and fractures—85 of these occurred mainly 
among runners (blisters), jumpers (sore heels), wrestlers (contusions and 
lacerations) and boxers (contusions). In regard to treatment the most 
important question is: ‘When do you think that I will be fit to compete 
again?’ Under this stimulus many minor joint sprains and more severe 


sprains in the later stages of healing were treated, apparently successfully, 
with hydrocortisone infiltration. Muscle strains did not always respond to 
this treatment owing to the difficulty in putting the hydrocortisone into the 
right place. Tennis elbows responded very well to local hydrocortisone 


injections but no treatment appeared to benefit the sore tendo achillis. 


REHABILITATION AND RESETTLEMENT 
This subject was reviewed last year by Howard Rusk in The Practitioner. 
In this article he pointed out the important place that rehabilitation now 
occupies in eliminating physical disability and getting the man back to the 
job. In more restricted fields Kent (1959) has compared six teenage quadri- 
plegics with six adult quadriplegics and felt that their potential for 
rehabilitation was greater than that of adults. 

Nichols (1957) gave particulars of the Royal Air Force’s experience of 
the value of residential medical rehabilitation units. He pointed out that by 
early transfer of fracture cases to these units there was a saving of between 
10 and 43 per cent. of the total disability period. Within certain limits Air 
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Force patients are retained until optimum recovery has taken place; thus 
variations in the treatment are reflected in the time taken to gain the specified 
goal. Milligan (1957) gave particulars of the weekly resettlement clinics 
held at R.A.F. medical rehabilitation units. Here patients who are being 
invalided out of the service are interviewed by the local disablement re- 
settlement officer and the medical officer. A follow-up of 257 cases made a 
few months to four years after invaliding showed that 76 per cent. thought 
the clinic had been of help to them. 

Reports of the results of rehabilitation of injured miners (Zinovieff, 1958), 
in rheumatoid arthritis (Harris, 1960), of disabled housewives (Harris and 
Millard, 1954-55), after operative reconstruction of the shoulder-joint for 
recurrent forward dislocation (Nichols and Wynn Parry, 1958), after surgical 
treatment of ruptured intervertebral disc (Aldes and Koerner, 1952), and of 
the elderly (Warren, 1960) give the authors’ experiences in dealing with 
these particular cases and the success that has attended their efforts. 

Finally, Kiernander (1960) has considered the case of the unrehabilitable 
patient who requires permanent institutional care. This is where the Cheshire 
Homes could make such a helpful contribution were there more of them. 


GADGETS AND APPLIANCES 

So far as the practice of physical medicine is concerned, a gadget may be 
defined as an instrument or device which enables the patient to perform in 
some fashion other than the normal, some particular functional activity 
which he ordinarily finds extremely difficult or cannot carry out at all. 
Special chairs have been described to enable stiff-legged and arthritic 
patients to sit down and rise up from them without another person’s 
assistance. In the same way the toilet seat may require modification. 
Kitchen units for the disabled housewife have been designed and now form 
an essential part of all hospital rehabilitation departments. Here the dis- 
abled woman acquires ideas as to how her kitchen can be modified to 
enable her to prepare food, and wash and iron clothes in spite of her handi- 
caps. Arthritic knees make it difficult to climb stairs and get in and out 
of the bath. ‘Half’ steps have been described to facilitate the former activity 
and steps and lifts have been designed to get people in and out of baths. 

An appliance, on the other hand, is usually a piece of apparatus, often 
worn by the patient, to enable him to perform normally some functional 
activity which he is otherwise unable so to do. Two other classes of ap- 
pliance exist: appliances used in therapy and appliances used in diagnosis. 
Numerous examples of all three classes of appliance have been described in 
the last few years: a concealed spring for t-drop appliance (Tuck, 1957); a 
turnbuckle walking caliper (Scott, 1954-55), various sorts of plastic and 
resinous splints, and a combined bed-cradle and exerciser (Stewart, 
1954-55), whilst Harris (1955) has given particulars of a simple posture 
meter to enable progress to be assessed without recourse to clinical memory 
or elaborate records. 
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BASIC RESEARCH 

Finally there is the preventive role of physical medicine. Sound advice 
concerning positive health in regard to locomotion can only arise from a 
sound knowledge of physiology. It is therefore encouraging to see much 
work on basic research. Imig and his colleagues (1959) have reported on the 
effect of immobilization on muscle atrophy and blood flow, whilst Salter 
(1957) has made a thought-provoking review of exercise therapy, and 
Joseph (1960), Nightingale (1960), and Engel (1960) have each made a 
contribution to the important subject of the graphic .representation of 
movement. 

SUMMARY 
The past few years have seen most of the established physical methods of 
treatment subjected to properly controlled therapeutic trials. The results of 
the more important of these have been discussed. In addition, rehabilitation 
units have been able to report the success of their intensive residential 
treatment. It is also good to see that basic research into movement and 
exercise is proceeding apace. 
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ADVANCES IN THORACIC SURGERY 


By N. R. BARRETT, M.Cuir., F.R.C.S. 
Surgeon, St. Thomas’s Hospital and the Brompton Hospital 


‘There is no better stimulus to intellectual growth than conflict with unsettled 
problems’ (Owen H. Wangensteen). 


“To be a witness to a contemporary undertaking such as the suture of an ostium 
primum in the open heart with the aid of a pump-oxygenator, . . . is to be convinced 
that the old precepts of the art of surgery have been recast into the precise measure- 
ments and manceuvres of surgery as an applied science. As the surgeon accepts 
new lamps for old, his craft is undergoing a profound and rapid change from a 
practical art to an applied science’ (Edward D. Churchill). 


THORACIC surgery is, and always has been, in a state of flux, and it is 
natural to record that it is changing today. Advances were last reviewed in 
The Practitioner in 1954. Since then emphasis and application have changed 
again. On the one hand the management of sepsis and tuberculosis in the 
lungs and pleural cavities has been modified by the successful use of anti- 
biotic and chemotherapeutic drugs; on the other, the range of cardio- 
vascular work has grown to such an extent that it has become a specialty in 
its own right. In this article it will not be possible to do justice to the 
advances achieved in heart surgery. This subject stands in the van of 
progress at the moment and it illustrates the new ideas and ways of working 
that must affect the art, the practice and the applied science of surgery in 
the future. 
CHEST INJURIES 

Severe chest injuries have not, until recently, been a major problem in 
civilian practice. This is no longer true. ‘Steering column’ accidents, and 
lesions due to rapid acceleration or deceleration, cause many deaths. Some 
of these fatalities are inevitable, but some casualties die because treatment 
is misdirected, harmful or neglected. The general alterations in physiology 
that occur as a result of simple fractures of ribs, blood or air in the pleural 
cavities, and respiratory obstruction are well known; but the vital perils are 
not generally understood. Chest injuries are seldom the only hurt from 
which the patient suffers and the practitioner who first sees such a case 
must judge priorities nicely. In this difficult predicament he should have 
one guiding maxim: namely that if breathing stops, or becomes ineffective, 
the patient dies. And for this reason the early treatment of serious chest 
injuries takes precedence over everything. 

Paradoxical movement of the chest wall, if severe, has the same harmful 
effects as an open pneumothorax, but there are other factors, apart from 
paradox, that combine to make ventilation inefficient. These are pain, poor 


respiratory excursion, bronchospasm, changes in the circulation to the 
lungs, reflex atelectasis, pulmonary edema, excessive outpouring of bron- 
chial secretions leading to ‘wet lung’, bronchial obstruction, mediastinal 
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obstruction, acute dilatation of the stomach, and the fear of suffocation. 
Each of these aids and abets the others. The clinical picture does not 
necessarily suggest that the chest injury is responsible for the deterioration 
of the patient: anxiety, shock, cyanosis, vomiting, tachycardia, and circu- 
latory failure may divert attention to less urgent injuries. 

Treatment falls into three phases. Immediately after the accident the aim 
must be to keep the airway clear; avoid morphine; if there is paradoxical 
movement of the chest wall, support the unstable areas manually or with a 
bandage and pad; and get the patient into hospital. On arrival ensure that 
respiration continues; this is the top priority, and some hints about this are 
given below. If the patient survives so that spontaneous, efficient respiration 
returns, the management of lung and pleural infections and of other 
injuries begins. Convalescence aims at restoration of thoracic function to 
normal and may take months. 

In a recent article (Barrett, 1960) I enlarged upon these points and gave 
the following advice on the early management of patients who are seriously 
injured. The battle that must be won during the first few days, and the 
position that must be held for a week or more, is against anoxia, carbon 
dioxide retention, pulmonary edema, and ‘wet lung’. 

The procedure on admission to hospital might be this :— 


(1) Anzsthetize the patient straight away in order to achieve controlled respiration. 
Clear the airway of blood and secretions. If successful this will convert a moribund 
patient into one who can be treated hopefully. 

(2) Examine the patient and assess the relative priorities of other injuries. Treat- 
ment of fractures in the limbs, for instance, must be deferred. 

(3) Eliminate all cardio-respiratory burdens additional to paradox. These include 
hzemothorax, pneumothorax, ingravescent emphysema, tamponade, dilatation of 
the stomach, diaphragmatic hernia. This can be done by appropriate catheterization, 
intercostal drainage, suction or under-water seal drainage. Aspiration using needles 
is ineffective at this stage, and the drainage tubes that are inserted are temporary 
expedients to be reassessed if the patient survives. 

If attention to these points fails to produce efficient respiration further 
steps must be taken without hesitation. 


(4) Improve the ease and efficiency of respiration by tracheostomy and, using 
sterile, plastic catheters, suck out the blood and secretions from the bronchial tree 
as often as necessary. Think twice before embarking upon major surgical operations 
to fix multiple floating fragments of ribs. 

(5) If respiration is still imperfect after tracheostomy, put a cuffed tube into the 
trachea and institute assisted respiration manually. If this fails, paralyse the patient, 
using curare, or in some other way, and start controlled respiration manually. 
Manual control is preferable to a mechanical respiration in the early stages. If this 
pass is reached, a number of assistants and nurses will be necessary to deal with 
one patient. 

(6) Control pain by local injections of anzsthetic solutions. Morphine, bar- 
biturates and similar drugs hinder respiration, and favour the development of 
‘wet lung’. 

(7) These patients need minute-to-minute attention and this can only be given 
in a fully equipped hospital; therefore transfer the patient to such a hospital as soon 
as possible. The risk of the journey is much less than the risk of respiratory failure. 
A patient who dies in the ambulance will die in the cottage hospital. 


In an excellent and practical report Windsor and Dwyer (1960) describe 
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the detailed treatment of severely injured patients. They conclude by saying : 

‘If the question of transfer of such patients arises, the risk must be taken. ‘‘Ex- 
ternal circumstances must conduce to the cure’’. Even then it is not a matter of a 
spectacular operative save. Rather is it a long drawn out struggle demanding the 
maximum from “physician and attendants” and a “‘patient”’ with a fighting heart’. 

EMPYEMA THORACIS 

This has become an uncommon disease because efficient, repeated aspira- 
tions and the appropriate use of drugs and antibiotics generally achieve 
early expansion of the lung and limit the infection. But there are some who, 
as a result of massive chemotherapy, develop a sterile purulent effusion. 
Such a patient, having recovered from an attack of pneumonia, feels well 
and convalescent but, in truth, is accumulating pus, silently, in the pleural 
cavity. The diagnosis is made when radiographs reveal an opacity in the 
chest and aspiration yields pus unexpectedly. The problem is how to handle 
this situation. Experience has shown that repeated aspirations may not 
succeed and drainage, by open or closed technique, admits secondary 
pyogenic organisms, such as E. coli or the ‘hospital staphylococcus’, that 
inevitably convert the lesion into a refractory chronic empyema. 

The correct treatment is to do a thoracotomy, evacuate the pus, decorticate 
the visceral and the parietal pleura (in fact, excise the empyema), close the 
chest with temporary drainage and suction and give vigorous breathing 
exercises. This cures the condition in ten days and leaves the patient with 
a lung that respires normally. 

BULLOUS EMPHYSEMA 

This is not uncommon: it can cause urgent dyspnoea and upon occasion 
this symptom can be dramatically improved by a simple operation. The 
disability often appears for the first time in middle or old age, although the 
cystic spaces in the lung have been present, unknown to the patient, for a 
long time. If one has occasion to examine a lung of this type in the post- 
mortem room one often finds that the bullous cysts, and the ‘candy-floss 
lung’ that surrounds them, are limited to one lobe, or to a part of a lobe, and 
that, although the remainder of the lungs may be far from perfect, the dis- 
ability has been caused because the inflated bulla are space-occupying 
lesions that compress the respiring alveoli. Sometimes there is one giant 
cystic space that is apt to be mistaken for a tension pneumothorax, and 
occasionally a cavity filled with fluid in the lung. Sometimes the patient 
has had hemoptysis. In these events it is desirable to consider the possible 
benefits of surgery, and many reports have shown that practically every 
patient who can stand an operation will breathe more easily afterwards. The 
surgeon need only open the chest, expose the pathological area and tie a 
ligature, coarsely, around its base. There is no need to excise or dissect 
out the bulla; indeed, to do so is to risk postoperative pneumothorax and 
its complications. If the lesions are bilateral it is wise to tackle the worst 
side first and then to reassess the benefit to be expected from a second 
operation at a later date. 
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CANCER OF THE LUNG 
Statistics show that more than 20 per cent. of men and 5 per cent. of women 
who die of cancer have a tumour of the bronchus. At the moment, resection 
of that tumour is the only treatment that offers a hope of cure: radiotherapy 
and chemotherapy are, at best, valuable adjuvants, and, although ultimately 
the latter may become the treatment of choice, this is not the case today. 

The treatment of carcinoma of the bronchus was discussed at a recent 
meeting of the Thoracic Society. Mason observed that this disease is often 
so advanced by the time a surgeon is consulted that little or nothing can be 
done. Heroic operations performed in these circumstances yield bad results, 
and colour the pessimistic view of some physicians who feel that treatment 
is hopeless. But many large groups of cases have been reported from clinics 
all over the world and these underline the fact that every patient who has a 
carcinoma of the bronchus is not doomed. All are agreed that if an operation 
is not contraindicated, and if resection of the tumour can be accomplished, 
the long-term expectation is encouraging and improving. Mason’s own 
follow-up revealed that although only 4 per cent. of the 2000 patients, who 
had cancer and who were admitted to his wards, survived five years, 20 to 30 
per cent. of those who underwent resection of the tumour lived longer than 
this. And experience shows that anybody who survives five years has a good 
chance of cure. 

O. T. Clagett, of the Mayo Clinic, as an honorary member of the Thoracic 
Society, had sent some information based upon his large experience. He 
stressed that tumours that are different histologically behave differently. 
For instance, the prognosis of small, or oat-cell, carcinoma is so bad 
irrespective of how the lesion be treated—that in his opinion it is debatable 
whether surgical excision is justifiable. On the other hand, the outcome in 
squamous-cell lesions is relatively hopeful and radical operations are proper 
in these cases. 

Taylor reported the statistics from the follow-up departments of the 
United Birmingham Hospitals: 8,002 patients were reviewed and all but 
five had been traced. A favourable trend was that, for various reasons, more 
patients were being treated by surgery every year and, in consequence, the 
survival rates were improving. The average expectation of life if excision 
of the cancer was impossible, or if no treatment was given, was 4.4 months. 
Operative resection carried a mortality of 8 per cent. but, of those who 
survived surgical excision, 28.9 per cent. lived more than five years, and 
21.4 per cent. were alive 10 years after the operation. 

Thompson, reviewing the follow-up of 399 patients who had been 
operated upon by him, concluded that the surgeon can only take credit for 
diagnosing and removing the lesion without endangering the patient's life: 
the long-term results depended upon the patient’s natural resistance to his 
disease and the state of the lesion at the time of operation. If the tumour was 
apparently confined to a lobe 65 per cent. of the patients survived three 
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years after lobectomy; but, if metastases were present in the mediastinum, 
and a pneumonectomy was done, the survival rate was 17.9 per cent. 

Brock stressed the merits of radical operations; his object was to catch in 
the wider surgical net the lymph nodes that were in fact invaded and that 
otherwise would be left undiscovered. He emphasized that a radical pneu- 
monectomy for carcinoma was a different operation from pneumonectomy 
for tuberculosis or bronchiectasis. It was much more extensive in that the 
dissection extended from the top of the mediastinum to the diaphragm; 
but even so the operation mortality was only 12 per cent. Using this tech- 
nique, he claimed that his results were importantly better than those of any 
other surgeon: 40 per cent. of patients who survived the resection lived 
more than 5 years. 

Price Thomas, on the other hand, put the case for more conservative 
measures and in particular for ‘sleeve resection’ in selected cases. 


“Theoretically the best operation for carcinoma of the lung should aim at the 
removal of the affected organ with its lymphatic drainage area as far as is prac- 
ticable ; in other words, a pneumonectomy, a procedure which . . . is not routinely 
applicable. The chief objections to pneumonectomy as a routine procedure are, 
first, that the patient’s cardio-respiratory reserve may be such that the results of 
such an operation would so reduce his respiratory capacity that he would be unable 
to lead a reasonably useful life. The second objection is more debatable, and, unfor- 
tunately, what is only a personal impression is not statistically proven. I have been 
impressed by the fact that patients for whom a pneumonectomy has been satis- 
factorily performed are no more incommoded during the first two or three years 
than those who have had a lobectomy. After this time the patients begin to suffer 
more and more from respiratory embarrassment, and eight to ten years after the 
operation a large percentage suffer from cor pulmonale, and again I am equally 
impressed that this sequence . . . seems to occur but rarely in patients who have 


had a pneumonectomy’. 

The views of Price Thomas and Brock appear at first sight to be at 
variance. Although the latter practises a more radical operation as a routine, 
Price Thomas has devised the operation of ‘sleeve resection of the bronchus’ ; 
this allows a complete dissection of the mediastinum. It has the advantage 
that, whilst the lobe containing the tumour is taken away, the remainder of 
the lung (in which recurrence is unlikely) is preserved. Cahan, with the 
same objects in view, does a ‘radical lobectomy’. 

Feinmann examined the quality of life in patients who had survived 
resections for more than five years. He concluded that advanced age was no 
barrier to operation and that the ‘functional result’ of surgery was ‘not 
everything’. Every patient had lost considerable ventilatory function as a 
result of pneumonectomy; but all were grateful to be alive—‘a pleasant 
though a restricted life is possible on 20 litres a minute maximum ventilation’. 





C2SOPFPAGEAL SURGERY 
Three things of interest to surgeons have happened recently. The first is 
that the etiology of esophageal ailments has come under critical review. For 
many years the esophagus has been the undisputed territory of otolaryn- 
gologists whose contributions to knowledge have been based upon ‘cesopha- 
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goscopy’. Now many statements, hallowed by long unchallenged usage, 
must go. It has become apparent that the true nature of an abnormality 
cannot be diagnosed accurately (except in some cases of carcinoma) by 
endoscopy or barium swallow. The former usually reveals only the top 
surface of a diseased segment, and the latter defines the shape of the lumen. 
Cinema films taken during a barium swallow show the variations of contour 
that occur from second to second, so that an opinion based upon scrutiny 
of one or more x-rays is apt to be misleading. There is in fact an urgent 
demand for more accurate diagnosis. A step in the right direction has been 
the use of multiple intra-csophageal pressure recordings. These records 
depict every phase of muscle activity in the gullet, and have shown that 
diseases such as achalasia of the cardia may not be specific. Moreover, the 
question of local and generalized esophageal spasm has come under review. 
Credit for these new methods of investigation goes especially to Code, 
Olsen and their colleagues at the Mayo Clinic. At the moment the only way 
of making a complete diagnosis in some cases is to explore the mediastinum. 

The second thing of interest is that increasing knowledge as to the 
pathology of benign stricture of the esophagus has reopened the question 
of treatment, The two common causes of benign stricture are scarring that 
has followed the swallowing of a corrosive, and secondly the lesion that 
results from digestion of squamous epithelium consequent upon regurgita- 
tion of acid pepsin from the stomach. The latter may be due to a sliding 
hiatal hernia, to a lower cesophagus lined by columnar epithelium, to re- 
peated vomiting or to other causes, but it differs fundamentally from a 
corrosive stricture because the epithelium below the obstruction is squamous 
in the former and columnar in the latter. The columnar-lined segment not 
only secretes gastric juices, but is subject to the diseases that affect the 
stomach. Peters has studied the histology of reflux strictures, and Barrett 
(1960) has campaigned for the idea that they are Nature’s attempt to protect 
the lower cesophagus against further ravages, and that he who dilates such 
a stricture may be gratified to find that the patient can swallow for a short 
time, but the stricture will return. Simple dilatation necessitates repeated 
dilatations, and some patients have submitted to 200 or more: nobody 
should allow this today. 

The way to deal with a stricture due to reflux, having ascertained that the 
lesion is ‘permanent’—that is, due to fibrosis as opposed to congestion—is, 
first, to overcome or neutralize reflux of acid pepsin, and then to dilate or to 
remove the obstruction. A variety of operations has been devised to meet 
these requirements: none is entirely satisfactory, because the normal 
cesophagus is irreplaceable by anything that works as well, but great pro- 
gress has been made. 


CARCINOMA OF THE CSOPHAGUS 


Carcinoma of the esophagus has also been under scrutiny, and Ogilvie 
has reviewed the subject in a Grey Turner lecture. During the last twenty 
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years many attempts have been made by surgeons to meet a situation that 
has seemed to be almost hopeless, but recently surgical techniques have 
improved beyond recognition, and it can now be stated that any part, or 
the whole, of the esophagus can be safely taken away, and the gap bridged 
in a variety of ways. Failure of, or leakage at, the anastomoses is no longer 
common and the patients tolerate the operations well. Those who are 
debilitated by starvation preoperatively can be built up, using liquid diets, 
of full foods, prepared in homogenizing machines. Starvation is an un- 
pleasant death when combined with pain and dysphagia; it can be avoided. 
Gastrostomy, however, is no solution: it does not relieve dysphagia; it does 
not allow saliva to be swallowed; it does not prolong life. In a series recently 
investigated the average time of survival after gastrostomy was six weeks. 
Radiotherapy can often mitigate dysphagia; but it never cures a patient. 
Two principal methods of treatment hold the field:— 


If resection is not deemed to be proper, intubation of the growth is done. The 
technique of, and apparatus used in, intubation have been improved and the plastic 
tubes advocated by Mousseau and Barbin are under trial. These tubes, once intro- 
duced into the esophagus, cause no discomfort; they allow the patient to eat a 
full meal and to live for months or years in comfort. 

If resection is proposed the objects should be to cure the dysphagia and perhaps 
to cure the disease. The first is essential, the second is sometimes possible. Having 
done a thoracotomy there are three sets of circumstances that may obtain. The 
growth may be operable—that is no metastases can be discovered; it should be 
taken away together with the appropriate tissues in the vicinity. (The details of the 
operation have been described by Allison for growths in the lower third; by Clagett, 
Sweet, Lewis and many others for the middle third.) The growth may be removable 
but metastases preclude a cure—it should be taken away and the metastases ignored. 
The growth may be irremovable—the cesophagus should be intubated. There is 
nothing to be said for the surgeon who opens the chest hopefully, discovers the 
unexpected difficulties of the problem, and retires defeated. 

The subject has been put into clear perspective by Mullard and by Collis. 
The former concludes that, if an extensive resection of the growth is 
feasible, the operative risk is acceptable, the chance of symptomatic relief is 
good, and that there is a hope of long-term survival. 


CARDIAC SURGERY 

It is only fifteen years since the first tentative operations were done to 
relieve a few congenital and acquired heart conditions. So much has been 
achieved in the interval that cardiac surgery is now firmly established and 
many operations—such as closure of a patent ductus arteriosus, excision of 
a coarctation of the aorta, relief of restrictive pericarditis and mitral and 
aortic stenosis—have become routine measures; and practically every facet 
of heart disease has been examined to see which might benefit from surgical 
intervention. All parts of the heart can now be exposed and operated upon 
in a dry and, if necessary, a stationary field. 

At first all intracardiac operations had to be done while the heart was 
pumping blood, and, in consequence, the manipulations were blindly 
achieved by introducing a finger that could guide suitable instruments, such 
as knives or dilators. These techniques were recognized as inaccurate, but 
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the successes obtained encouraged the belief that much more could be done 
with better access. To this end various machines have been devised that are 
competent to take over the functions of the heart and lungs, so that these 
viscera can be excluded from the circulation. These machines are now in 
experimental and clinical use throughout the world, and the results that 
have been recorded, in improving or curing diseases and defects that hitherto 
were untreatable, have been dramatic. 

This is not the place to pay tribute to the wonderful pioneer work that 
has been done in so many hospitals or to review the surgical details of this 
or that operation; but a few points need emphasis. Before any surgical 
operation can be contemplated absolute accuracy in preoperative diagnosis 
both anatomical and physical—is a sine qua non. As experience is collected 
some of the work that can now only be done in the complicated surround- 
ings of a cardiological laboratory will revert to physicians whose clinical 
abilities have been enhanced by experience gained in research, but the 
equipment and facilities will have to be available for the difficult case. At 
the moment diagnosis is expensive; it occupies the time and energies of 
many men, and it taxes the endurance of the patient. 

Operations done, using a perfusion or heart-lung machine, demand not 
only expensive apparatus but a team of experts who understand such varying 
disciplines as surgery, biophysics, physiology, electronics and medicine. 
This, however, is not the only way in which intracardiac surgery has been 
made possible. Some years ago research began into the possibility of using 
refrigeration instead of perfusion. The idea was that, if the body temperature 
could be reduced, metabolism would be lowered and, in these circum- 
stances, the myocardium and the central nervous system might survive for 
perhaps ten to twelve minutes without a circulation. This proved to be the 
case, and ‘conventional hypothermia’, in which the body temperature was 
lowered to about 30° C., enabled straightforward lesions, such as un- 
complicated atrial septal defects, to be sutured by opening the atrium. This 
is safe and easy; but the time that can be spent inside the heart is too short 
for many operations. 

In the hope of prolonging this ‘safe’ period the effects of ‘profound hypo- 
thermia’ were investigated, and, although some small animals could be 
frozen solid for hours and resuscitated, this was not practicable in man 
because the heart died and could not be resuscitated. To overcome this 
danger Drew devised an apparatus that not only cooled the blood but at 
certain temperatures took over the pumping function of the ventricles. It 
was argued that if the heart were not actually expected to pump the blood, 
as it was cooled, all might be well. Drew found that a patient could be 
cooled in the ordinary way to 30° C. and then, by substituting artificial 
pumps for the ventricles, he could lower the temperature to 10° to 15°C. At 
this temperature heart movements stopped and metabolism was so low that 
the heart and the brain needed no circulation for an hour or more. Re- 
suscitation was not difficult: the sequence of events was merely reversed. 
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Successful operations have already been done in this way. Experiments on 
these lines continue and Kenyon has been able to cool dogs to 5° C. and 
has shown that the body can then be exsanguinated. If it transpires that this 
can be done in humans it would mean that operations in which hemorrhage 
is the limiting factor (such as excision of the aortic arch for aneurysm) 
could be done under conditions comparable to those obtaining in the post- 
mortem room. 

The advances and possibilities just described are not limited to the field 
of thoracic surgery. The idea that metabolism can be so reduced that 
viscera could be put into cold storage is not beyond the realms of reason, 
and this may have strange applications when ‘replacement surgery’ comes 
into its own. Nor is it necessary in the future to think in terms of apparatus 
becoming more and more complicated and expensive. Already the trend is 
in the opposite direction, and it may be that some relatively simple drug, 
having the power not only to suspend animation but to suspend metabolism, 
may be just round the corner. 
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CLIV.--DRUGS IN THE TREATMENT OF ANGINA PECTORIS 
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AccorDING to Allbutt (1915), the earliest reference to coronary disease was 
a description of an anginal attack by the Roman philosopher Lucius Annzus 
Seneca (4 B.C.-A.D. 65) who recorded his own symptoms as follows: “The 
attack is very short and like a storm. It usually ends within an hour. To 
have any other malady is only to be sick, to have this is to be dying’. 
Although coronary disease existed so long ago there can be no doubt of its 
increase in recent years and indeed it has become the greatest cardiological 
problem of our time. Although we are still ignorant of the fundamental 
cause of coronary atheroma and of coronary thrombosis and of the reason 
for the increasing incidence, much can be done by careful management and 
the correct use of drugs to allow patients to lead an active and useful life 
often for many years. 

Angina pectoris is the symptom which indicates a deficient oxygen supply 
to the myocardium. This may result from a reduced coronary blood flow as 
in coronary arterial disease, luetic narrowing of the coronary ostia, obstruc- 
tive valvular lesions, cardiac arrhythmias and, more rarely, by coronary 
embolism. Anzmia may be a precipitating cause of anginal pain—usually in 
a person with coronary arterial disease—by reducing the amount of oxygen 
available to the myocardium. Angina associated with hypothyroidism or with 
hypercholesterolemic states is usually due to coronary atheroma. Pain 
occurs when the myocardium becomes deficient in oxygen and is produced 
by increased cardiac work commonly induced by effort, emotion or excite- 
ment. Usually pain is induced by a constant amount of effort although 
certain additional factors, such as exertion following a meal and in cold 
temperatures, reduce the amount of effort required to produce it. 


GENERAL MANAGEMENT 
Treatment of a precipitating cause, such as anemia, arrhythmia, thyro- 
toxicosis, or myxedema, or surgical relief of an obstructive valvular lesion 
or weight reduction in the obese often leads to improvement and sometimes 
to complete relief of effort angina. When causal or aggravating factors have 
been treated, wise management of the patient, together with the correct use 
of drugs, is of the utmost importance. Some reorganization and regulation 
of the patient’s way of living are almost inevitable but by careful planning of 
the daily routine it is often possible for the patient to live a satisfactory and 
useful life in comfort relatively free from pain. It is here that the family 


October 1960. Vol. 185 (557) 





558 THE PRACTITIONER 
doctor who has knowledge of the patient’s responsibilities and commitments 
can be so helpful by giving thoughtful advice as to the amount of re- 
organization that is required. There is some evidence that judicious exercise 
may be beneficial but the limits of the patient’s exercise tolerance should be 
discovered and not exceeded. This is then the guide to the limitations of 
physical activity which should be imposed. Exercise tolerance varies widely 
from patient to patient and it is important to strike the correct balance in 
each individual, for unnecessarily severe restrictions can do untold harm. 
Each patient should have individual assessment and advice. Adequate sleep 
is important and may be ensured by a hypnotic if necessary, and anxiety, if 
present, should be reduced by a small dose of phenobarbitone. 

The place of anticoagulants in the long-term management of coronary 
artery disease and angina pectoris is not yet known with certainty. There is 
some evidence that the mortality rate and the rate of recurrent infarction 
may be reduced by their use during the first twelve to eighteen months 
following an infarct (Manchester, 1957; Bjerkelund, 1957; Medical Re- 
search Council, 1959), particularly in the younger male patients. Certainly, 
sudden onset or recent increase in severity of anginal pain is an indication 
for a period of rest, in either bed or armchair, on anticoagulant drugs. This 
may prevent impending infarction. Anticoagulant treatment requires care- 
ful laboratory control with frequent estimations of the prothrombin activity 
of the blood; without such control it should not be used. The indications for 
surgical treatment of angina and the type of operation which should be per- 
formed are not yet clearly defined although most physicians agree that it has 
a definite but limited place in management. 

The correct use of certain drugs is important and will enable the patient 
to perform essential exertion which might otherwise be impossible. Many 
drugs have been recommended for this purpose but only a few are of any 
real practical value and the ideal drug of low toxicity and prolonged action 
which will effectively prevent or reduce the frequency and severity of attacks 
of pain has not yet been discovered. 


THERAPEUTIC TRIALS 
Assessment of the efficacy of any drug in the treatment of angina presents 
many problems and the significance of results of clinical trials may be 
extremely difficult to assess. Improvement is normally judged by the 
patient’s subjective symptoms and not by objective criteria. These may be 
influenced by several other factors such as temperature, wind, meals, 
emotional upsets and pressure of work as well as by spontaneous fluctuations 
in the frequency and severity of the pain occurring in the natural course of 
the disease. Moreover, it is well known that a proportion of any group of 
patients with angina will improve when started on a new form of treatment 
(Cole et al., 1958), even if the preparation is inert (Evans and Hoyle, 1933; 
Gold et al., 1937). 
More recently, to avoid the unconscious bias of the physician many 
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authors have adopted the ‘double-blind’ method of trial in which the effect 
on symptoms of a placebo of identical appearance is compared with the drug, 
neither patient nor physician being aware which the patient is having at any 
given time. It must be remembered, too, that there is a natural tendency for 
angina to improve slowly and spontaneously and that many patients adapt 
themselves to their disability by modifying their activities to suit their 
exercise tolerance. All these facts must be taken into consideration when a 
new drug is being assessed. More objective methods of measuring the 
response to treatment, which have been used, include measurements of 
pulse rate, blood pressure and changes in the electrocardiogram occurring 
after a known amount of effort before and after treatment. These methods 
have, however, been criticized on the grounds that they are artificial and that 
transient electrocardiographic changes do not always correspond to the 
presence of anginal pain. Moreover, exercising patients to the point of pain 
may not be without risk of precipitating a major ischemic episode. In 
addition, these tests are time-consuming and are not always conclusive. 

The majority of drugs in use at present are recommended because of their 
ability to increase coronary blood flow by producing coronary arterial 
dilatation in animal experiments. 


SHORT-ACTING CORONARY VASODILATOR DRUGS 


In this group, glyceryl trinitrate (trinitrin) is of proven value in relieving 
and aborting attacks of pain and is the drug of choice. The tablets deteriorate 
with age and should be kept in an air-tight container. For this reason 


stabilized trinitrin (‘angised’, ‘nitrocine’) was introduced and has overcome 
this disadvantage. The tablets act rapidly, within two minutes, when 
chewed and should be used immediately the onset of the pain is felt or 
prophylactically before undertaking essential exertion which may precipitate 
an attack. 

A patient who develops pain habitually on climbing a flight of stairs, on 
going out first thing in the morning or on exertion following a meal may 
prevent it by chewing a tablet a few minutes before undertaking such exer- 
tion. Unfortunately the duration of action of trinitrin is short (15 to 20 
minutes) and this limits its usefulness. It is of no value if swallowed or 
taken at prescribed intervals through the day. The drug is, however, non- 
toxic and tablets may be taken frequently throughout the day if necessary. 
Tablets containing 1/100 grain (0.6 mg.) are normally prescribed although 
other strengths (1/120 grain [0.5 mg.]; 1/200 grain [0.3 mg. ]) are available. 
Glyceryl trinitrate causes peripheral vasodilatation and its administration 
may be associated with transient throbbing headache in some patients. If 
this occurs a smaller dose may relieve the angina without producing the 
side-effects. Some patients require a large dose (2 to 3 tablets) for the relief 
of severe attacks. 

Similar relief of pain may be obtained by inhaling the vapour after break- 
ing a capsule of amy! nitrite. It has a slightly more rapid action and may be 
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more effective than trinitrin but it has a pungent smell and causes a violent 
facial flush. Few patients prefer it and it is now rarely used. 


LONG-ACTING CORONARY VASODILATOR DRUGS 

A large number of long-acting vasodilator drugs has been recommended to 
increase coronary blood flow, reduce the frequency and severity of anginal 
pain and thereby increase exercise tolerance. Although preliminary trials of 
some of these drugs in man have been encouraging, subsequent controlled 
trials in which the active drug has been compared with an inert tablet have 
in most cases failed to confirm the initial claims. 

The xanthines are known experimentally to increase coronary blood flow 
although it has been suggested that the stimulant action on the myocardium 
may at the same time increase cardiac work and thus counteract any benefit 
from increased coronary flow. They have been used in the treatment of 
angina since 1895 (Askanazy, 1895) and are still extensively prescribed. 
Theophylline was the first drug in this group to be used and was followed 
by aminophylline (theophylline with ethylenediamine). Early clinical im- 
pressions were favourable but subsequent controlled trials failed to confirm 
the results, and side-effects, particularly nausea, abdominal pain and vomit- 
ing, prevented an increased dose being given by mouth. It was felt by some 
authors that aminophylline might still prove beneficial if its side-effects 
could be reduced to allow a larger dose to be used. 

For this reason ‘theodrox’ (theophylline ethylenediamine with aluminium 
hydroxide) was introduced. Later, 7-dihydroxypropyl theophylline and 
choline theophyllinate (‘choledyl’) were introduced and were shown to give 
significantly higher theophylline blood levels than aminophylline with con- 
siderably less gastro-intestinal toxic effects. Although some authors have 
claimed improvement in angina with these drugs, the majority have failed to 
demonstrate clearly any beneficial effect, but dosage has not been pushed 
to the limit of tolerance and it is possible that larger doses might be more 
effective. 

Pentaerythritol tetranitrate (‘mycardol’ [30 mg. tablets], ‘peritrate’ [10 mg. 
tablets ]) was introduced in 1942 and is now used extensively. It is one of the 
few drugs which in some trials have given somewhat greater relief than a 
placebo, although in others using a ‘double-blind’ technique there was little 
difference between it and the placebo. This drug is certainly worthy of trial 
in individual patients and should be prescribed in doses of 1 to 2 tablets 
four times daily before meals for it is more effectively absorbed from the 
empty stomach. It sometimes causes dyspepsia. Its action begins after 
thirty minutes and last about four hours. 

Careful trials of khellin and its derivatives have been disappointing and 
show that they are no more effective than a placebo in relieving symptoms 
and there is no evidence that testosterone, alpha-tocopherol (vitamin E) or 
heparin have any place in the treatment of anginal pain. 

‘Sustac’, a preparation of glyceryl trinitrate has recently become available. 
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It contains coated granules of glyceryl trinitrate which are liberated slowly 
into the gastro-intestinal tract in adequate amounts for a prolonged thera- 
peutic action. It is too early to say how effective this will be, but initial trials 
are encouraging and suggest that with careful adjustment of the dose in 
individual patients improvement in exercise tolerance may be obtained in 
some patients. It is supplied in capsules of two strengths and it is wise to 
start treatment with the smaller dose (1/25 grain [2.5 mg. ]}). If this is toler- 
ated the dose should be increased to the larger capsule (1/10 grain 
[6 mg.]) three or four times daily. Throbbing headache is a side-effect in 
some patients but this may subside if treatment is continued or the dose 
is temporarily reduced. 

Another new drug, ‘persantin’, a pyrimidine derivative, has recently been 
shown to increase coronary blood flow in dogs to a greater extent than 
theophylline. A recent trial of its effect in effort angina, however, was dis- 
appointing and the drug gave no better results than an inert tablet. It is 
doubtful whether this drug is any improvement on previous long-acting 
coronary dilators. 

Several compound tablets are available: for example, ‘pentoxylon’ (penta- 
erythritol tetranitrate 10 mg., ‘rauwiloid’ 0.5 mg.), ‘corangil’ (glyceryl tri- 
nitrate, 0.5 mg.; pentaerythritol tetranitrate 20 mg.; diprophylline 120 mg.; 
papaverine hydrochloride, 60 mg.), but there is no real evidence that there 
is any advantage in using such preparations. 

Rauwolfia serpentina and its principal alkaloid, reserpine, have been 
claimed to have a beneficial effect in some patients with angina and may be 
used for their hypotensive and sedative effects in hypertensive patients. 


THYROID DEPRESSANTS 

It has been suggested that by reducing the metabolic rate in patients with 
coronary atheroma and intractable angina the myocardial oxygen require- 
ments and the work of the heart may be reduced. Thyroidectomy (Blumgart 
et al., 1933), thiouracil (Raab, 1945) and radioactive iodine (Blumgart et al., 
1956) have been used for this purpose and good results claimed. There are, 
however, disadvantages to this type of treatment. First, patients with 
advanced coronary disease are poor operative risks and secondly, the thiourea 
derivatives do not induce hypothyroidism in all patients unless large doses 
are given and there is always the possibility of agranulocytosis and other drug 
reactions. Moreover, the drug must be given for the remainder of the 
patient’s life and often the symptoms of hypothyroidism are as intolerable as 
the angina for which it was induced. For these reasons, and because of the 
availability now of other more satisfactory methods of treatment, it is 
duubtful whether thyroidectomy or thyroid ablation has any part to play in 
the treatment of angina. 


THE MONOAMINE OXIDASE INHIBITORS 
Recently a group of drugs with a completely different action (the inhibition 
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of monoamine oxidase) has been used in the treatment of angina. Mono- 
amine oxidase is involved in the metabolism of several endogenous, physio- 
logically active amines, including tryptamine, 5-hydroxytryptamine (sero- 
tonin), 3,4-dihydroxyphenyl-ethylamine (dopamine ), and noradrenaline. 
Deamination of monoamines such as serotonin and noradrenaline is ac- 
complished by monoamine oxidase which is widely distributed in animal 
tissues. When a monoamine oxidase inhibitor is given, levels of both free 
and depot amines (serotonin, noradrenaline) are increased, and it is thought 
possible, though not known for certain, that some or all of the clinical 
effects may be due to this. 

Iproniazid (‘marsilid’), a derivative of the anti-tuberculous drug, 
isoniazid, was introduced as a chemotherapeutic agent for treatment of 
tuberculosis. While in use it was found to produce increased appetite, 
weight gain and a marked elevation of mood in depressed patients. At the 
same time it was noticed that some patients with angina experienced con- 
siderable symptomatic relief while taking the drug. Since then, several 
other drugs—pheniprazine (‘cavodil’), phenelzine (‘nardil’), nialamide 
(‘niamid’)}—with a more powerful inhibitory action on monoamine 
oxidase have been introduced and some have been tried in patients with 
angina. 

The mode of action of these drugs is not yet understood, and it is not 
known whether they act by increasing coronary arterial blood flow or whether 
they either increase the utilization of oxygen or decrease the oxygen require- 
ments of the myocardium by depressing oxidative enzymes in the heart 
(Cossio, 1958). These drugs do not seem to be merely euphoriant or anal- 
gesic for they are not effective in relieving the pain of intermittent claudica- 
tion. Their most powerful pharmacological action is the blocking of mono- 
amine oxidase activity and the clinical effects may depend upon this. 

Early reports of iproniazid were favourable, claiming a high incidence of 
improvement. More recently, controlled trials have not confirmed the initial 
reports although there seems no doubt that some patients derive remarkable 
symptomatic improvement from it. Unfortunately it causes a high incidence 
of side-effects, some of which are severe. The commonest of these are 
dizziness, postural hypotension, tiredness, blurring of vision and weakness. 
Numbness of the limbs, dysuria, impotence, dry mouth, dyspepsia, and 
constipation may also occur. Jaundice, sometimes fatal, has also been 
reported in a small number of patients taking this drug. In view of its 
toxicity iproniazid should probably not be given for periods of longer than 
three or four weeks and it is doubtful whether it has any place in the 
management of angina now that more potent and less toxic drugs of the 
same group have become available. 

One such drug, ‘cavodil’ (pheniprazine), has been used recently 
(Mackinnon et al., 1960) in a controlled ‘double-blind’ trial with 
promising results, most patients showing remarkable symptomatic im- 
provement and many being able to discontinue trinitrin completely. Sub- 
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sequent use of this drug during the past nine months in a larger group of 
patients has confirmed the initial report that many, though not all, patients 
are improved by it. The starting dose is 6 mg. twice daily, but this should be 
reduced as soon as improvement occurs and the smallest maintenance dose 
compatible with relief of symptoms continued. Some patients gain satisfac- 
tory relief with a maintenance dose as small as 3 mg., although most require 
6 to g mg. daily. Symptomatic improvement may not occur for two to three 
weeks after starting treatment and very occasionally is not apparent for as 
much as six weeks. The incidence of side-effects is small, though occasionally 
mild transient dizziness, dry mouth and constipation occur. On high doses 
there is a risk of temporary colour blindness occurring and the drug should 
be stopped at the first sign of any visual disturbance. One fatal case of 
jaundice in a patient on high dosage of this drug for a prolonged period has 
been reported and any sign of jaundice or other evidence of liver dysfunction 
is an indication for immediate withdrawal of the drug. This appears to be 
the most effective drug available at present for the relief of angina and is 
more efficient in this respect chan the long-acting nitrites and other coronary 
vasodilator drugs. It is still too early, however, to define the exact role this 
group of drugs will play. It is not yet known whether the natural history of 
the disease is influenced by the drug and it is possible that by allowing 
greater physical effort the risk of myocardial infarction may be increased. 
For this reason it is probably wise to advise patients receiving this drug not 
to undertake excessive physical exertion. 


SUMMARY 
Encouraging, tactful and careful handling of the patient is still the most 
important factor in the management of angina. 

Correct prophylactic and therapeutic use of trinitrin is of the greatest 
importance but long-acting vasodilators at present available are disap- 
pointing. 

One of the monoamine oxidase inhibitors of low toxicity is the most 
likely drug to give symptomatic relief. 
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X.—THE EXAMINATION OF THE SPUTUM 


By H. I. WINNER, M.D. 
Consultant Bacteriologist, Charing Cross Hospital 


SpuTUM is a mixture of saliva with the mucus secreted by the columnar 
epithelial cells of the upper respiratory tract and with the fluid produced in 
the bronchioles and pulmonary alveoli. In normal people, the total quantity 
of fluid is so small that it is not necessary to clear the air-passages periodically 
by coughing. In most diseases of the respiratory tract, either the inflamed 
condition of the respiratory mucous membrane, or its irritation by excessive 
fluid, leads to a cough reflex, as a result of which the sputum is expelled; 
excess of fluid may also, of course, be expectorated by a voluntary cough. 
People with healthy air-passages, however, do not expectorate sputum, and 
the very action is evidence of something wrong with the respiratory tract. 
Usually the cause is a minor infection or trauma but it may be a more 
serious infection, or an embolus or tumour of the lungs. 


INDICATIONS 
The examination of the sputum in the laboratory should reveal the nature 
of the cells present, and also of any infecting bacteria or fungi, and the 
sensitivity of these to chemotherapeutic agents. The presence of other 
possibly significant structures, such as elastic fibres, may also be detected. 
There are, however, various difficulties. First, so far as the cytology is 
concerned, it is not likely that any cells will be identifiable unless the 
specimen is fresh, or freshly fixed. Even then, it is possible that desquamated 
cells have been lying about loose on the bronchial mucosa, or in the mouth, 
for some time before being expectorated; they will therefore have under- 
gone some degeneration and may be difficult or impossible to identify. 
Secondly, the bacterial flora of a sample of sputum is not evenly distributed, 
but varies from one portion to another. To obtain a representative picture 
of the bacterial content, the specimen should be mixed. Again, it is a simple 
matter to culture most of the commoner bacteria and fungi when they are 
responsible for disease in the lung, for they are usually present in large 
numbers in the sputum. Many of these microbes, however, may be present 
in the lung as symbionts, and not causing disease. An assessment has there- 
fore to be made of their importance in any particular case. 

In pulmonary tuberculosis, on the other hand, Mycobacterium tuberculosis 
may be excreted only intermittently and in small numbers. Many smears 
may have to be examined before acid-fast bacilli are seen. In order to prove 
that these are Mycobacterium tuberculosis, they must be cultured or injected 
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into an animal ; each of these procedures takes several weeks. Again, probably 
the commonest causes of primary lung infection are viruses, such as the 
common cold and influenza viruses, and there are no facilities for identifying 
these in the great majority of the pathological laboratories in this country. 

It is, of course, unnecessary to examine the sputum in every case of cough, 
since most cases are suffering from trivial infections which will clear up 
quickly enough. In every chronic cough, however, and every case of cough 
accompanied by any evidence of serious systemic disease, every case in which 
visible blood is present in the sputum, and every cough occurring in the 
immediate postoperative or post-partum period, the sputum should be 
examined. This investigation should form part of the general clinical and 
radiological investigation of the patient. 


MATERIAL REQUIRED 
The specimen sent to the laboratory should be delivered as soon as possible 
after expectoration. It should be bulky enough to enable several films and 
cultures to be made; about 5 ml. is the minimum volume. It should be sent 
in a sterile container with a screw cap, which should have been closed 
immediately after expectoration. A wide-mouthed ‘pomade pot’, into which 
the patient can expectorate without soiling the sides, is best. Waxed cartons 
are much used in hospitals because of their cheapness. They cannot be 
sterilized and, because of their lack of rigidity, they cannot be sent through 
the post. Whenever they are used for specimens which are to be cultured, 
there is a strong possibility of contamination. Once used, the containers 
should be sterilized and thrown away. They should never be used twice, as 
acid-fast bacilli, which may stain even after sterilization, may persist in 
them and lead to a wrong diagnosis. 

The note accompanying the specimen should state the duration of the 
illness, and whether there is any fever or other systemic disturbance, such 
as loss of weight or night sweats. It should, of course, mention any operation 
or childbirth within the previous few weeks. Often the practitioner will 
suspect some particular condition, such as malignant disease, tuberculosis, 
or pneumococcal infection. If so, this should be stated. In the case of 
suspected carcinoma of the bronchus, it is advisable to have a word with the 
pathologist before sending a specimen for cytological examination. Most 
pathologists are very chary of pronouncing on the difficult problem of the 
malignancy of expectorated cells. Some prefer the specimens for this 
purpose to be expectorated directly into fixative, and will supply a suitable 
bottle of fixing fluid. In practice, cases of this type are nearly always referred 
to a chest physician who is familiar with the methods of the local pathologist. 

If an examination for viruses or rickettsia is required, it is important 
that the practitioner should contact the laboratory in which the test will be 
made. This is usually not the local hospital laboratory but the public health 
laboratory (though in some places they are the same). Many virologists ask 





566 THE PRACTITIONER 

that the specimen should be expectorated into a bottle of saline containing 
penicillin and streptomycin, in order to prevent the growth of bacterial 
contaminants. As a rule, the diagnosis of a viral or rickettsial disease is made 
after bacteriological investigation has proved negative, and after suggestive 
antibodies have been found in the patient’s serum. It is not usually made 
by finding a virus or rickettsia in the sputum; this procedure is too expensive 
and lengthy for routine use. 


METHODS 


Apart from these specialized types of examination for malignant cells and 
for viruses, the sputum is examined in most hospital laboratories in the 
same systematic manner. First it is scrutinized with the naked eye, and its 
volume and colour noted, also the presence or absence of excessive mucus, 
and of blood and pus. In advanced lung disease, bronchial casts or plugs of 
debris from cavities may be seen with the naked eye. Then it is cultured on 
to two blood agar plates, one of which is incubated aerobically and the other 
anaerobically. If the presence of fungi is suspected, a plate of Sabouraud’s 
medium is also inoculated. Several smears are then made. One is stained by 
Gram’s method and examined for micro-organisms and pus cells, which are 
present in every case of infection of the bronchi and lungs. Another is 
stained by the Ziehl-Neelsen method and examined for Mycobacterium 
tuberculosis. Other structures, such as elastic fibres, may also be noted. In 
bronchial asthma an unstained wet specimen may be examined under the 
microscope for Curschmann’s spirals or Charcot-Leyden crystals. 

The sputum will then be cultured for Mycobacterium tuberculosis; if the 
specimen is bulky, this will be preceded by a digestion process to reduce 
the volume of the solid matter. In suspected tuberculosis, at least three 
specimens should be submitted at intervals ot a day or more. The first of 
these is cultured on blood agar for the general bacterial flora. Smears from 
all of them are examined for acid-fast bacilli, and they are then usually 
pooled and digested and a single culture put up on a special medium for 
Mycobacterium tuberculosis, such as Léwenstein-Jensen or Dorset’s egg 
medium. 

In suspected whooping-cough, a selective medium suitable for Bordetella 
pertussis is used in addition, but pre-nasal or postnasal or throat swabs are 
much better than specimens of sputum for isolating the whooping-cough 
bacillus, and these should be cultured when quite fresh. 

Nearly all patients’ sputum will grow Streptococcus viridans and Neisseria 
catarrhalis; these are normal inhabitants of the respiratory tract and are of 
no importance. Haemophilus influenza may be present as a passenger or 
a pathogen; so may Friedlander’s bacillus (Klebsiella pneumonia), the 
pneumococcus, Staphylococcus aureus and Streptococcus pyogenes. ‘The 
presence of any of these in large numbers strongly suggests that they are 
playing a pathogenic role. If any of them is grown, a sensitivity test is 
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performed to determine the appropriate antibiotic or chemotherapeutic 
agent for treating the patient. 


INTERPRETATION OF FINDINGS 

In a majority of cases, the pathological report may give a clear indication 
of the diagnosis, as when pneumococci or staphylococci or Friedlander’s 
bacilli are isolated in what is obviously a case of bacterial pneumonia. In 
cases of suspected pulmonary tuberculosis, the presence of acid-fast bacilli 
of proven pathogenicity confirms the diagnosis beyond doubt. Acid-fast 
bacilli in the sputum should always be regarded with grave suspicion, for 
non-pathogenic types rarely occur there although they do crop up from 
time to time in gastric washings, faces, or urine. 

The presence of Haemophilus influenza is more difficult to evaluate. 
It is commonly responsible for secondary infection in a lung damaged by 
the influenza virus, but it is doubtful if it ever causes a primary pneumonia. 
It is often seen in the cough that follows an attack of influenza or ‘febrile 
catarrh’. Often, when it is found in the sputum, nothing need be done to 
eliminate it. 

Candida albicans is often grown from the sputum, but it hardly ever, if 
at all, causes primary lung disease. Aspergillus fumigatus is another fungus 
which may be found. Both of these may be secondary invaders of bronchi- 
ectatic alveoli or of tuberculous cavities. 

Frequently the only identifiable bacteria grown from the sputum are 
Streptococcus viridans and Neisseria catarrhalis, which are normal in- 
habitants of the upper respiratory tract. If this happens in a case of acute 
chest infection, the most likely cause is a virus or rickettsia. In chronic 
cough, it suggests that the cause of the trouble is some chronic irritation 
such as smoking, or possibly malignant disease. 

Only rarely will the cytologist report that malignant cells are present in 
the sputum. More often, he will comment that the cells appear to be 
atypical and show some of the features of malignant cells. This report is 
intended to add some evidence, indecisive in itself, to clinical or radiological 
evidence of neoplasm. A negative cytological report is of no significance. 


CONCLUSION 

The frequency with which negative findings occur has led many to decry 
the value of the laboratory examination of the sputum, but even negative 
findings are of value. One must always bear in mind the inherent limitations 
of the investigation, and the need for assessing the findings in the light of the 
patient’s history and clinical condition. In these circumstances, there is no 
doubt of the value of the laboratory examination of the sputum, and 
no-one can seriously think of omitting this from the systematic investigation 
of a patient with suspected chest disease. 





REVISION CORNER 
THE TREATMENT OF CONGENITAL CLUB FOOT 


CONGENITAL club foot is one of the enigma variations on the congenital 
deformity theme. No helpful knowledge exists relating to etiology, but it 
is known that it is apt to accompany other congenital deformities and that 
its incidence in siblings is a little more frequent than coincidence would 
determine. The response to treatment is variable, making prognosis 
hazardous. Some examples are so resistant that they never yield fully even 
to drastic treatment. Others, not necessarily milder in appearance, submit 
to gentler methods. Early diagnosis is obviously desirable, and fortunately 
it is easy. 

The deformity demonstrates itself at birth when the diagnosis should be 
made. The foot, or generally the feet, cannot be dorsiflexed to the normal 
extent, nor can the heel be everted at all. The feet lie in equinus and this, 
combined with lack of mobility, is obvious to cursory examination and 
should never be missed. The position assumed by the feet is normal, but 
in the case of congenital club foot the feet cannot be removed from that 
position. Once the diagnosis is made, and the seriousness of the position 
has been pointed out to some relative in authority, treatment should not 
long be delayed. 


ANATOMY 
It is agreed that the solid structures of the tarsus, that is to say the lumps 


of cartilage later to form the tarsal bones, are normal in shape at birth. 
The soft tissues, however, ligament, tendon and muscle, including skin, 
are tight or shortened on the concave aspect of the deformities. The ankle 
joint is the seat of equinus; the tendo achillis and the joint capsule are tight. 
The sub-astragaloid joint is the seat of a varus deformity together with 
some internal rotation. The plantar ligaments and the tibialis posticus 
tendon are both shortened in conformity. At the mid-tarsal joint the foot 
is adducted and rotated, lifting the first metatarsal. Shortening of the tibialis 
anticus tendon maintains this position. Untreated, the deformity increases, 
resulting in a near useless foot. The longer treatment is deferred the more 
difficult is correction. 

TREATMENT 
As an abstraction, treatment presents no difficulty. The tight structures 
on the concave side of the deformities are to be lengthened. Thus the 
deformity can be corrected and mobility in the opposite direction can be 
restored. The abstract can be very different from reality, which is a pity. 
Soon after birth the structures can be stretched. Later on they will have 
to be divided, either by being torn apart, or cut apart. Because of the 
regrettable tendency of the deformity to relapse after correction, the foot 
must be held in the over-corrected position until the erstwhile tight struc- 
tures no longer show any tendency to contract. Here lies the difficulty. 
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In practice, treatment is tricky and irksome. The results are none too 
good. In the early days of orthopedic specialization patients with club feet 
were sent to special centres, there to be treated by surgeons and sisters 
devoted to ‘buckle and strap’ methods of correction. The results obtained 
were as good as they could be in context with the times. In these latter 
days of orthopeedic inflation the patient with a club foot is likely to be sent 
from a welfare clinic to a local hospital, and be treated by a surgeon who 
perforce may see less than half a dozen such cases a year. The results are 
not better. 

Soon after birth the deformity can be corrected manually at the various 
joints by manipulation, and the improved position held by 1-inch (2.5 cm.) 
adhesive strapping. Manipulation is repeated weekly until the deformity is 
fully over-corrected, then the position has to be held until the child begins 
to walk—usually at eighteen months or later. By the age of six months, 
or thereabouts, the tissues are too tough to be manipulated if the remaining 
deformity is significant. At this stage mechanical measures are needed. 
Gradual correction by means of the Denis Browne splint produces ex- 
cellent results if applied by experts trained in the method. Gradual correction 
by wedged plaster splints, often embellished by tenotomies, is the usual 
method in use today. These procedures involve gradual over-correction by 
an expert and the maintenance of such correction for six months or more. 
Then the foot is liberated and mobility gradually returns. 

Methods involving gradual correction by wedging or wrenching, in the 
child of six months old or more, are open to criticism. It is difficult to 
focus accurately the relatively powerful force necessary. Spurious or in- 
complete corrections are common, and these always relapse when freed 
from splintage. For instance, a ‘boat-shaped’ foot can easily be produced 
indicating spurious correction of the equinus deformity by excessive over- 
correction at the mid-tarsal joint. The equinus deformity will inevitably 
relapse because it has never been over-corrected. 

A more intelligent method of treatment is by open operation, such as the 
Perkins procedure, which enables the surgeon to divide, under vision and 
with accuracy, those structures maintaining the deformity. The operation 
is carried out at the age of six months if the deformity has not already been 
corrected, and is applicable to children up to eighteen months or two 
years old. It is a specialized and exacting procedure demanding skill and 
experience. After six months of plaster fixation it may produce a brilliant 
result. But satisfactory and sometimes brilliant results can be obtained by 
any sensible method if assiduously applied. It is 2 matter of the expert 
using his own particular method. Equally important, the expert should 
not delegate any part of the treatment of a patient with a club foot to a 
surgical vassal. 

CONCLUSION 
All in all, we may say that the results of treatment of congenital club foot 
have improved in the last two generations, but the improvement is due to 
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earlier recognition and attention rather than to enhanced skill in treatment. 
Open correction, when further improved and popularized, holds the prospect 
of betterment in the future. 

In the meantime babies with club feet should be sent for treatment to 
regional orthopedic centres of renown in spite of inconvenience to the 
parents. 


RONALD FURLONG, M.B., F.R.C.S. 
Orthopedic Surgeon, St. Thomas’s Hospital. 


THE MANAGEMENT OF APLASTIC ANEMIA 


THE term, aplastic anemia, refers to a condition in which signs of hamo- 
poiesis are lacking in the bone marrow, fat having replaced the blood- 
forming tissues. The manifestations of this in the blood comprise anzmia, 
granulocytopenia and thrombocytopenia. The anzmia is usually normocytic 
and normochromic and evidence of regeneration, such as reticulocytes, 
polychromasia and nucleated red cells, is absent. 

The onset of the condition is insidious and the symptoms are those of 
anzmia, a tendency to infection, often initially in the mouth or pharynx, 
and a hemorrhagic tendency. 

ETIOLOGY 

No cause of the aplasia may be apparent, but the condition cannot be 
labelled ‘idiopathic’ without the most careful exclusion of all possible 
causes. A considerable number of chemical and physical agents has been 
incriminated in the production of marrow aplasia. Some of these regularly 
depress hemopoiesis if sufficient dosage is given, and some only occasionally 
produce such a change, presumably as a result of idiosyncrasy. Examples of 
these types of agent are shown in table 1. 

The evidence in the first group is well established and the majority of 
the agents listed are, or have been, used in the treatment of reticulo- 
endothelial proliferative disorders. Benzol is no longer used for any such 
purpose, but is employed in many industries. The evidence in the second 
group is only circumstantial. Nevertheless, the known existence of a possible 
cause in this group in relation to any case of marrow aplasia could never be 
ignored. 

PRINCIPLES OF MANAGEMENT 
Management of aplastic anemia demands immediate withdrawal of any 
physical or chemical agent which is known to be capable of causing such a 
condition or indeed which for any reason at all may be suspect (a drug 
recently introduced may have unsuspected properties). Management there- 
after consists in maintaining adequate blood hemoglobin levels, preventing 
or treating infection, and providing optimal intake of known hazmatinics 
in the hope that spontaneous recovery will some day occur. It should be 
emphasized that aplastic anemia must be regarded as capable of spontaneous 








REVISION CORNER 


recovery. Instances are on record of return to normal after many months’ 


maintenance therapy. 
BLOOD TRANSFUSION 


In the maintenance of hemoglobin levels it is probably better to transfuse 
large amounts of blood relatively infrequently in order to conserve veins. The 
blood should be fresh so that the transfused cells have a long life expectancy. 
It is advisable also at an early stage to secure the knowledgeable cooperation 
of the transfusion service to ensure that with repeated transfusion the risk 
of immune reactions is reduced to a minimum. Even with the greatest care 
in matching blood there is an ever-increasing risk of reaction with repeated 


transfusion. The use of siliconized or plastic equipment in transfusion, 





Depending upon idiosyncrasy 


Depending upon dosage 





Ionizing radiation 
(x-rays: radiophosphorus) 
Mustards 
(nitrogen mustards, triethylene melamine) 
Urethane 
Busulphan 


Antimicrobial agents 
(chloramphenicol; arsenobenzols) 
Anticonvulsants 
(certain hydantoinates) 
Antithyroid drugs (thiouracil) 
Antihistamines 
Benzol Insecticides 
Antimetabolites Gold 
(e.g. aminopterin, mercaptopurine) Chlorpromazine 
Phenylbutazone 











TABLE 1 Agents tending to cause marrow aplasia. 


or the use of platelet-rich bloods, or both, has been recommended when 
hemorrhagic phenomena result from severe thrombocytopenia. Un- 
fortunately the benefit of such a procedure is usually very temporary, as 
platelet survival tends to decrease progressively with repeated transfusion. 
The use of steroids in thrombocytopenia may temporarily improve the 
bleeding tendency but will not influence the fundamental disturbance. 


THE CONTROL OF INFECTION 
The tendency to infection is usually manifest first in the mouth and pharynx. 
Careful attention to oral hygiene is, of course, essential, but at times it 
will fail to prevent the acute ulcerative or gangrenous lesions which tend to 
occur in the presence of agranulocytosis. In such cases the use of chemo- 
therapeutic agents such as penicillin is essential. 


MARROW ‘GRAFTS’ 
Ever since it was shown that animals exposed to otherwise lethal irradiation 
can be saved if injected with suspensions of hemopoietic cells it has been 
hoped that similar treatment might be effectively applied to aplastic states 
in the human subject. Some claims for success by infusion of marrow 
have been made in aplasia due to irradiation, and in aplasia following 
massive chemotherapy. As in the experimental animal, the patients so 
transfused have shown marrow regeneration which in some instances could 
be proved beyond doubt to be due to repopulation of the host marrow space 
by the donor’s erythropoietic tissue. As might well be anticipated, immune 
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reactions in many instances have prevented ultimate success, and marrow 
from an identical twin has at times been used to reduce the chances of 
immunity response to a minimum. Evidence that reactions between the 
host and the transfused material are reduced if foetal tissue is employed has 
led recently to the use of feetal liver as the source of the hemopoietic tissue. 
The place of this most interesting development in the treatment of marrow 
aplasia has still to be determined. 

The use of such marrow ‘grafts’ must obviously be regarded as in the 
experimental phase and confined to special centres. Temporary survival 
of the ‘graft’ is obviously a most disappointing achievement but it may 
improve the patient’s hematological state very considerably until its 
survival is cut short by the immune reaction of the host. Whether this 
temporary benefit offers more than repeated transfusion and antibiotic 


therapy remains to be seen. 


ALEXANDER BROWN, M.D., F.R.C.P.ED., F.R.F.P.S. 
Physician in Charge, Medical Unit, Royal Infirmary, Glasgow. 


NOTES AND QUERIES 


Treatment of Paget’s Disease 

Query.—Is there any effective treatment for 
Paget’s disease—osteitis deformans—and the 
consequent pain, other than the use of anal- 
gesics? Is there any evidence that androgen 
preparations are of any value for this purpose? 


Rep.ty.—The treatment of osteitis deformans 
still rests essentially on the regular use of 
analgesics. Phenylbutazone is useful in many 
cases in doses up to 400 mg. a day. Deep x-ray 
therapy is used occasionally in doses of 6oor 
to 8o0or over painful bones. This produces relief 
for several weeks or months in some cases, but 
by no means all, and in many cases there is no 
response at all. (Estrogens, such as stilbeestrol 
5 mg. twice daily, are used rather than 
androgens. 

In spite of all these measures, Paget’s disease 
is in some cases a very annoying and painful 
disorder, although in the majority of cases 
discovered accidentally by x-rays it causes 
little or no discomfort 

F. DupLey Hart, M.D., F.R.C.P. 


Treatment of Rosacea 

Query (from a reader in South Africa).—I have 
a patient, aged 64, whose facial skin condition is 
causing me concern. About two years ago he 
showed evidence of photosensitivity—blotchy 
patches on the cheeks and a smallish area on the 
forehead of tiny papules with slight exfoliation 
at the edges. His skin generally was dry and 





itchy. Nightly dosage of chloroquine sulphate 
during the spring, summer and autumn months 
provided some relief and in winter he was able 
to discontinue the treatment. Now (and it is 
winter again), the condition is becoming more 
troublesome. The forehead is almost com- 
pletely involved and the cheeks flush and hurt, 
not only when subjected to direct sunshine, 
but also in hot atmospheres: e.g. in a car on a 
hot day, or in a warm room on coming in from 
outside in winter. He has a history of acute 
asthma while living for 25 years in the tropics— 
though he has been asthma-free since coming 
to South Africa seven years ago. He is still an 
allergic type: dimethisoquin (‘quotane’) oint- 
ment caused a severe rash when ordered to 
alleviate itches. 

Is there a newer and more effective ‘barrier’ 

drug than chloroquine? Has anyone ever 
suggested or tried a hormone-type cream such 
as the beauticians advocate for rejuvenating the 
skin in women? 
RepLy.—This is one of the difficult cases in 
which the diagnosis can only be made with 
certainty by examining the patient. Although a 
sunlight eruption and possibly discoid lupus 
erythematosus must both be considered, partly 
from the clinical description and partly from 
the previous response to chloroquine, the 
diagnosis is much more probably rosacea. The 
age of the patient, the distribution, the flushing 
when in hot surroundings and the presence of 
papules are in favour of this diagnosis 





NOTES 


Rosacea in men does not respond to treat- 
ment as readily as rosacea in women. The con- 
dition is essentially due to dilatation of the 
superficial blood vessels in the skin of the face 
and treatment is designed to reduce this as 
much as possible. It is necessary to avoid over- 
exposure to heat, hot or heavily spiced foods and 
drinks, alcohol and emotional upset. This 
latter probably plays the major part in this 
condition and mild sedation is of great benefit. 
If the skin has the seborrheic tendency, appli- 
cation of sulphurated potash and zinc lotion 
B.N.F. is of benefit. Occasionally the anti- 
malarial drugs have helped cases of rosacea but 
they have not the same dramatic action as in 
sunlight sensitivity, and, in a condition in 
which emotion plays such a part, beneficial 
therapeutic agents may act through psychogenic 
channels and not, as with chloroquine in this 
case, because of its ‘barrier’ effect. This 
patient who has had asthma and has a sensitiz- 
able skin is the type of individual in whom 
emotional reactions would be expected to 
produce a condition such as rosacea. 

The value of hormone creams has never been 
proved in the treatment of the ageing skin. 

H. R. VICKERS, V.R.D., M.D., F.R.C.P 


Cramp During Pregnancy 


Qurery.—I should be grateful for the latest 
views on the treatment of cramp during preg- 
nancy. I have found this especially troublesome 
to deal with, particularly during labour, in spite 
of continuous heavy doses of calcium, and the 
usual iron and vitamins. Is there anything 
further I can do to help? 


Rep.y.—For patients suffering from leg cramp 
in pregnancy, recent studies suggest that 
improvement can be expected if they limit 
their milk intake to one pint (0.5 litre) daily. 
This serves to cut down the intake of phos- 
phorus, the absorption of which is responsible 
for the leg cramps. Calcium requirements must 
then be met by supplementing with tablets of 
calcium, the absorption of which is improved 
if vitamin D is also taken. Tablets which con- 
tain both calcium and vitamin D are obtainable 
(I use ‘ostocalcium’). 
A. H. C. 


WALKER, M.B., F.R.C.O.G. 


Spastic Colon 
Query.—I should be grateful for advice on the 
following problem :— 

My patient is a fit young man of 30 who has 
suffered from spastic colon for two years, with 
the passage of a small thin stool daily. Pain is 
felt over a palpable descending colon and this is 
always worse at the end of the day, and is 


AND 
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occasionally severe. Peristaltic rumblings are 
audible. His diet and fluid intake are normal. 
Various laxatives have been tried without much 
relief. 

(1) What is the probable cause of the disorder? 

(2) Should investigations be undertaken? 

(3) Can you suggest any improvement in 

therapy? 
Repty.—The most common cause of a spastic 
colon is an anxiety state, and in some cases the 
symptoms can be clearly related to some 
obvious apprehension, conflict, frustration or 
anger. In others it is difficult to elicit any special 
reason for a psychological disturbance, and in 
these cases it is important not to tell the patient 
it is ‘just his nerves’ as this implies that he 
could if he tried easily overcome the whole 
thing himself. A careful approach to any 
possible underlying sexual or other emotional 
problems, with explanation and reassurance, 
may greatly help in relieving anxiety and lead 
to marked improvement in symptoms. 

In some cases, colon spasm is associated with 
local irritation in the colon, such as an area of 
regional colitis, a polyp, diverticula, or even 
simple piles. In the past, lead was a common 
cause of colon spasm with constipation, but 
this, of course, is rare today; allergy is another 
unusual cause but cases due to sensitivity to 
certain foods may certainly occur. 

It would seem a wise precaution in the 
patient described to undertake investigations 
both to confirm the diagnosis and also to give 
added reassurance to the patient. These might 
include :— 

(1) Proctoscopy, to exclude local lesions in 
the rectum 

(2) A barium enema, to exclude possible 
diverticulitis or colitis. 

(3) Stool examinations for any evidence of 
blood, mucus, parasites or ova. 

As regards treatment, after full discussion 
with the patient, he should be told to avoid 
laxatives so far as possible. One of the mucila- 
ginous preparations, such as ‘isogel’ or ‘celevac’ 
may be tried, with belladonna and pheno- 
barbitone tablets B.P.C., once or twice a day; 
liquid paraffin and magnesium hydroxide 
emulsion B.P.C. twice daily is also useful. The 
diet should not be restricted except to exclude 
such obvious things as nuts, hard peel, gristle; 
‘roughage’ such as cereals need not be for- 
bidden. If the cause proves to be a psycholo- 
gical one, it is important to concentrate thera- 
peutic efforts upon general measures in relation 
to occupation, home life, emotional outlets and 
the like, rather than to concentrate them entirely 
upon the bowel. 

Tuomas Hunt, D.M., F.R.C.P. 
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Azoospermia 


Query.—I have a male patient, aged 45, who 
has been married for 15 years. He and his wife 
have remained childless, and nine years ago 
they were both investigated for infertility. As 
a result of this my patient was found to have 
a significant degree of azoospermia. His wife 
(whose age I do not know) was passed as 
normal. My patient was then given various 
forms of empirical treatment with no success, 
and is now anxious to know whether during 
the past nine years any advance has been made 
in this field of medicine which would increase 
his chances of becoming a father 


Rep_ty.—As azoospermia means absence of 
spermatozoa from the semen, it is difficult to 
understand what is meant by ‘a significant 
degree of azoospermia’. Either the patient is 
azoospermic or he is not. 

It is fair to say that, in general, the prognosis 


in azoospermic patients is poor. The outlook is 
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Acute Osteomyelitis 


IN a review of the records of 45 patients with 
acute osteomyelitis, N. H. Harris (fournal of 
Bone and Joint Surgery), August 1960, 42-B, 
535), in stressing the importance of early diag- 
that acute 
anterior 


nosis, draws attention to the fact 
osteomyelitis is often diagnosed as 
poliomyelitis: this occurred in 17 of the cases 
in his series. He points out that ‘if a patient 
with poliomyelitis is treated for osteomyelitis 
little harm will result, but if a patient with acute 
osteomyelitis is treated for several days for 
poliomyelitis, serious damage to the bone will 
have occurred by the time the definitive treat- 
ment has been started, and relapse is likely to 
occur’. Thus, among the 24 patients in his series 
in whom treatment was begun within three days 
of the onset of the illness, there was only one 
relapse, compared with 13 relapses among the 
21 patients in whom treatment was not started 
until over three days after onset of the illness. 
Early treatment with antibiotics is more im- 
portant than operation in preventing relapses 
The most important consideration in choosing 
the antibiotic drug of choice is the sensitivity 
of the infecting organism. ‘Penicillin’, it is 
stated, ‘is clearly not the drug of choice in the 
first instance’. For example, from 12 of the 32 
patients in whom the sensitivity of the infecting 
assessed a_ penicillin-resistant 


organism was 
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influenced by the etiology, however, and this 
must be established before therapy can be 
contemplated. Obstructive azoospermia due to 
gonococcal epididymitis can be relieved by 
surgery (in expert hands) in some 60% of 
cases; cases of obstructive azoospermia due to 
other causes can seldom be cured. Azoospermia 
due to failure of sperm production or maturation 
within the testis is most often due to intrinsic 
testicular lesions and is not amenable to any 
known therapy; only when it is due to pituitary 
gonadotrophic deficiency (and is part of the 
picture of eunuchoidism) is there a possibility 
of response to gonadotrophic therapy. Occasion- 
ally, azoospermia is associated with a large 
varicocele, the surgical cure of which may also 
cure the seminal deficiency. 

Beyond a clarification of the causation of 
azoospermia, it cannot be said that advances 
during the past nine years have added much to 
the prospects of its cure. 

G. I 


M,. SWYER, D.M., M.D., M.R.C.P. 


NOTES 


Staph. aureus was obtained. If the sensitivity 
of the organism is not known, tetracycline is the 
antibiotic of choice. All antibiotic drugs should 
be given in full dosage for at least a month. 


Treatment of Left-Sided Colitis 


As a result of their experience with 60 con- 
secutive cases attending the outpatient depart- 
ment of St. Mark’s Hospital, London, J. E. 
Lennard-Jones and his colleagues (Proceedings 
of the Royal Society of Medicine, August 1960, 


53, 647) suggest the following ‘outpatient 
regime for patients with left-sided colitis’: i.e. 
patients with little constitutional upset and 
living normal lives. When the disease extends 
above the rectum start with sulphasalazine, 4 g. 
daily, which is ‘moderately effective and safe’. 
Half the patients in this series given sulpha- 
salazine complained of side-effects, usually 
anorexia, nausea or malaise. If sulphasalazine 
fails, then retention enemas of hydrocortisone 
hemisuccinate sodium should be tried. These 
should be made up freshly every night: 100 mg. 
of hydrocortisone (as hemisuccinate sodium) in 
150 ml. of normal saline, infused into the rectum, 
using a modified blood transfusion set, on going 
to bed. If these two methods fail, or if a prompt 
response is specially needed, prednisone should 
be given: 60 mg. daily for the first week, 45 mg. 
daily for the next week, and 30 mg. daily for the 
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third week. Prednisone is said to be ‘the most 
effective treatment for the immediate 
symptoms but the relapse rate is high and 
corticosteroids are potentially dangerous’. In the 
case of disease confined to the rectum, it is 
suggested that treatment should start with sup- 
positories of prednisolone 21-phosphate 


relief of 


Essential Renal Hamaturia 


DEFINING essential renal hamaturia as the con- 
dition ‘in which there is definite and often 
severe and recurrent unilateral renal bleeding 
in the absence of demonstrable morphological 
changes in the renal tract’, J. B. Somerset and 
G. G. Harkness (Australian and New Zealand 
Journal of Surgery, May 1960, 29, 277) give 
details of seven cases (four three 
females) encountered in a five-year period, all 
of which had undergone nephrectomy. Their 
ages ranged from 25 to 42 years. The presenting 
symptom was the sudden of painless 
hematuria, noticed accidentally and occurring 
in the absence of any other general or urinary 
symptoms. General examination, including 
blood-pressure estimation, showed no other 
abnormality. Apart from red blood cells, the 
urine was clear morphologically, chemically and 
bacteriologically. Cystoscopy revealed bleeding 
from one side, and both intravenous and retro- 
grade pyelography were normal. The 
scopic changes in the affected kidneys were con- 
fined to the pelvis which revealed petechial 
haemorrhages or large purpuric patches, usually 
confined to one or two calyces and the pelvic 
lining of the adjacent renal papilla. The micro- 
scopic changes consisted of: (a) dilatation of the 
small vessels of the renal pelvic submucosa; 
(b) degenerative changes in the vessel walls, 
with adjacent areas of hemorrhage in the loose 
sub-epithelial connective tissue; (c) the passage 
of red cells directly through the pelvic epithelium 
without apparent break in the epithelium. In 
addition there was some evidence of ‘healing’ 
Although the etiology is uncertain, it is sug- 
gested that the condition may be a localized 
collagen disorder, and on the strength of this 
supposition the authors intend to investigate the 
effect of steroid therapy 


males and 


onset 


macro- 


Post-anesthetic Sore Throats 


IN a series of 1,259 patients undergoing general 
anesthesia, whose records have been analysed 
by C. M. Conway and his colleagues (British 
Journal of Anesthesia, May 1960, 32, 219), the 
incidence of post-anzsthetic sore throat was 
24.5%. Among the 617 patients who were not 


intubated the incidence was 10.21°, (1.46°% of 
which were severe), compared with 38.2 
(17.14% of which were severe), among the 642 
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patients who were intubated. There was no 
greater incidence of sore throat following the 
use of a Magill laryngoscope than when a 
Macintosh laryngoscope was used. There was 
a higher incidence of sore throat when non- 
cuffed tubes were used (50°) than when cuffed 
tubes were used (36%). Latex tubes, which 
were cuffed and armoured, were associated with 
the same incidence of sore throat as ordinary 
rubber tubes. No correlation was found between 
incidence of sore throat and duration of intuba- 
tion. The insertion of a gauze pharyngeal pack 
moistened with water was associated with a 
high incidence of sore throat (61%), as were 
red rubber Ryle’s tubes which were swallowed 
in the ward by the patient before anzsthesia 
(54°.). Spraying of the larynx with local anal- 
gesic solutions had no apparent effect on the 
incidence of sore throats. The use of local 
analgesic or other lubricants on the tube did 
not alter the incidence of sore throat except in 
the case of cinchocaine ointment which was 
associated with a high incidence of sore throat 


The Pedal Pulse in Intermittent 
Claudication 


Ir is recommended by J. A. DeWeese (New 
England Journal of Medicine, June 16, 1960, 
262, 1214) that ‘an exercise test be performed 
on any patient with symptoms suggestive of 
intermittent claudication who has palpable 
pedal pulses, before obstructive atherosclerosis 
is ruled out as a cause of the symptoms’. He 
points out that ‘significant partial to complete 
obstruction of an artery may be associated with 
palpable distal pulses. Exercise to the point of 
claudication causes these pulses to disappear, 
with a gradual return with rest, whereas nor- 
mally the peripheral pulses remain unchanged 
or increase with exercise’. Details are given of 
13 patients with symptoms of claudication, but 
with readily palpable pedal pulses. Following 
exercise the pulses disappeared—to return to 
pre-exercise levels within one to six minutes. 
Ten ‘normal asymptomatic extremities’ were 
similarly studied, and in all the pedal pulses 
either increased in amplitude or remained un- 
changed with exercise. The time of onset of 
symptoms was the same with and without sym- 
pathetic-nerve block in three patients, and 
before and after sympathectomy in another. 
The pedal pulses disappeared in all these 
patients, and there was no significant difference 
in the time it took for the pulses to return 
before and after the block. On the other hand, 
in four of the five patients in whom thrombo- 
endarterectomy was performed the pedal pulses 
did not disappear with moderate exercise post- 
operatively 
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Closed-Chest Cardiac Massage 


A METHOD of closed-chest cardiac massage is 
described by W. B. Kouwenhoven and his 
colleagues, of the Johns Hopkins University 
School of Medicine (Yournal of the American 
Medical Association, July 9, 1960, 173, 1064), 
which is said to ‘be effective in cases of cardiac 
arrest’. With the patient in a supine position, 
preferably on a rigid support, the heel of one 
hand, with the other hand on top of it, is placed 
on the sternum just cephalad to the xiphoid 
process. Firm pressure is applied vertically 
downwards about 60 times a minute. At the 
end of each pressure stroke the hands are lifted 
slightly to allow full expansion of the chest. 
The operator should be so placed that he can 
use his body weight in applying pressure, and 
sufficient pressure should be applied to move 
the sternum 3 or 4 cm. towards the vertebral 
column. Closed-chest cardiac massage provides 
some ventilation of the lungs but, if a second 
assistant is available, he should give mouth-to- 
nose respiration while the other massages the 
heart. During a ten-month period this method 
has been used on 20 patients, aged 2 months to 
80 years. In 13 of these patients artificial respira- 
tion was applied simultaneously. The duration 
of massage ranged from 1 minute to 85 minutes. 
The hearts of three of the patients were in 
ventricular fibrillation and all were defibrillated 
by a closed-chest defibrillator. All 20 patients 
were ‘resuscitated’, and when the report was 
written 14 of them were alive without central 
nervous damage and without undergoing 
thoracotomy. Supportive drug treatment and 
other measures may be given if necessary. It is 
pointed out that ‘the real value of the method 
lies in the fact that it can be used whenever the 
emergency arises, whether that is in or out of 
the hospital’. 


Less Painful Injections 


As a result of personal experience, T. S. Fleming 
(American Journal of Diseases of Children, 
August 1960, 100, 286) has found that hypo- 
dermic injections are less painful when made 
into ‘a small area about two inches [5 cm.] 
above the lateral epicondyle of the humerus’ 
than into any other part of the arm. This can 
easily be demonstrated by pinching the skin in 
this area and on the back of the arm (the usual 
site for such injections) and comparing the dif- 
ference. A further advantage of this site is that it 
contains no important nerves or blood vessels. 
His own experience has been confirmed by 
experiments in hospitals. ‘If the needle is in- 
serted and the material injected slowly—without 
jabbing—usually there will be very little pain’. 
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Neuritis Following Insect Stings 


Tue fact that ‘it is not commonly appreciated 
that the sting of an insect occasionally can cause 
neuritis’ prompted Norman P. Goldstein and 
his colleagues (Journal of the American Medical 
Association, August 13, 1960, 173, 1727) to 
report three such cases of ‘allergic neuritis’ seen 
at the Mayo Clinic during the past eight years. 
The first was stung on the left temple by a bee 
(type unknown), after which the left side of his 
face swelled considerably, with subsequent acute 
optic neuritis of the left eye. The second patient 
was stung on the palmar tip of the left middle 
finger by a hornet (type unknown), with sub- 
sequent neuritis of the left upper arm. The 
third patient was stung on the margin of the 
left lower eyelid, ‘probably by a spider’, and 
within five minutes the left side of the face 
swelled to two or three times the normal size, 
from the left eye down to the mouth, and the 
left eye became ‘quite red’, with subsequent 
itching and burning sensations over the left 
cheek. None of the patients was considered to 
be of an ‘allergic disposition’, and the results of 
general medical examination were essentially 
normal except for the ‘neuritis’. In each case the 
nerve involved was in proximity to the location 
of the insect sting. The first two patients later 
noted spontaneous abatement of the neuritis. It 
is suggested ‘that these are examples of “allergic 
neuritis” with some similarity to the neuritis of 
a delayed serum reaction after the administration 
of an antitoxin’. 


Test for PAS in Urine 


A SIMPLE and cheap method of testing the con- 
centration of PAS in urine in order to check 
that the drug is being taken is described by 
Simon Frostad (Tubercle, June 1960, 41, 221), 
as follows:—“Thin unprepared sheets of filter- 
paper are soaked in a 3% solution of ferric 
chloride in flat-bottomed dishes, to ensure even 
distribution. The paper, now a light yellow 
colour, is dried and cut into small strips (about 
10 x 1 cm.). One of the strips is dipped into 
the undiluted urine. The presence of PAS is 
indicated by a change from yellow to various 
shades of violet-blue. Low concentrations give a 
light-blue colour and high ones a brownish- 
blue’. Experiments showed that concentrations 
of 15 mg./ml. and above give clear positive 
reactions; those between 5 and 15 mg./100 ml. 
may give a negative reaction but most are faintly 
positive; below 5 mg./100 ml. almost all tests 
give no colour change, and below 2 mg./1oo ml. 
all are negative. A negative test therefore almost 
certainly indicates a concentration of less than 
5 mg. per 100 millilitres. 
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REVIEWS OF BOOKS 


Diseases of the Skin. By JAMES MARSHALL, 
M.D. Edinburgh: E. & S. Livingstone 
Ltd., 1960. Pp. 944. Illustrated. Price 
84s. 

Tuis book is conventional in style and medium 

in size. It is written ‘as a text that under- 

graduates and general practitioners may use for 
reference’ and as an introduction for post- 
graduate students. It is clearly intended mainly 
for the use of readers in Africa south of the 

Sahara, as is evident from the illustrations and 

the stress laid on certain endemic diseases. 

Nevertheless, the post-war migration of popu- 

lations from Africa and the Carribbean will 

increase the interest in the book for practi- 
tioners in the United Kingdom. The author is 
head of the department of dermatology at 

Stellenbosch University. He expresses himself 

lucidly in terms of his English, French and 

South African experience and reading. This 

gives an unusually cosmopolitan flavour to a 

book of this size which is in itself an advantage. 

But it is surely unwise to stress the French 

terminology, in view of the prospective readers, 

even to the extent of excluding the Latin and 

English nomenclature on one occasion (der- 

mite des prés, p. 808). The text is uncontro- 

versial on the whole. Not everybody would 
agree, however, that epidermolysis bullosa and 
porphyria are identical diseases. The use of 
carbon dioxide snow in the treatment of plantar 
warts might have been mentioned, as might the 
ocular complications of chloroquine treatment. 
There is a refreshing absence of useless specula- 
tion on etiology and of time-hallowed but out- 
dated treatment. The illustrations are in black 
and white. Most of them are excellent as seen 
through the eyes of a dermatologist, but black 
and white photographs are not so helpful to the 
beginner, although they are certainly better 
than inferior coloured illustrations. A few of the 
photographs are inartistic or obscure and could 

be omitted or replaced (e.g. fig. 39, 53, 95, 283 

and 432). 

The author and publisher are to be con- 
gratulated on fulfilling, so far as is possible, 
their avowed intent, and it is likely that a 
second edition will be needed. 


By Beryt CORNER, M.D., 
Cassell & Co. Ltd., 


Prematurity. 
F.R.C.P. London: 
1960. Pp. 587. 
£5 58. 

Tuis is a large book about small subjects. It 

represents a vast amount of work, and those 

concerned with the care of prematurely born 
babies will find it valuable as a work of reference 
indeed each section contains many references 


Illustrated. Price 


for further study. It largely deals with the 
definition, causes, prevention and diagnosis of 
prematurity with other main sections on the 
care and disorders of the immature infant. 
Frankly it is too big, and pruning would be an 
advantage. It is curious, for example, to find a 
paragraph on teeth, and when it comes to the 
large section on disorders there are many de- 
scribed which are not relevant to premature 
babies as such but would come better in a 
general treatise on the newborn. There seems 
little point, for instance, in discussing mongols, 
nzvi or Hirschsprung’s disease in a book on 
prematurity. Mr. C. A. Brown has written two 
very full chapters on the eye and Dr. Norman 
Brown contributes a chapter on pathology. Dr. 
Corner includes an account of the placenta 
which is surely not such an effective barrier to 
the passage of organisms as she states. The 
illustrations, many on special plates, are good 
but the baby in fig. 7 (maturity 28 weeks) looks 
considerably less than the stated birth weight of 
16 pounds 8 ounces (7.5 kg.)! There are nearly 
fifty diagrams and over fifty tables. An appendix 
gathers together a lot of useful information on 
procedures, drugs and milk. 

Dr. Corner has produced a valuable book for 
the shelf but it would be more widely read if 
it were half the size and half the price. 


Pathology of Infancy and Childhood. By 
AGNES R. MACGREGOR, M.D., F.R.C.P.ED., 
F.R.C.0.G. Edinburgh: E. & S. Living- 
stone Ltd., 1960. Pp. 631. Illustrated. 
Price 75s. 

Tue author of this book may well be described 

as the ‘doyenne’ of British pediatric patholo- 

gists. One expects from Dr. Macgregor a pro- 
duct of great experience and accurate observa- 
tion, and this is what she gives us, recorded 
clearly and tersely with a proper Scottish 
canniness. In her preface she states that the 
purpose of the book is to present an account 
of the morbid anatomy and histological patho- 
logy of disease in infancy and childhood—in 
other words a factual account of what can ke 
seen. Her feet are well planted in this factual 
soil; and idle and frivolous speculations are 
conspicuously absent. The result is a very useful 
book. Any pathologist who has to deal (especially 
if the contact is occasional) with disease in 
children will find it indispensable. Pediatric 
clinicians will find it equally valuable if they 
believe, as they should, that a good knowledge 
of the structural changes of a disease is no bad 
starting point for its proper appreciation. It is 
essential, of course that structural changes be 
correctly observed and described. Dr. Mac- 
gregor’s book comes fully up to these standards. 
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The canny approach, however, has draw- 
backs as well as merits. At times one wishes that 
the author with her wide experience had 
allowed herself to speculate more. For instance, 
on the subject of endocardial fibro-elastosis, one 
finds the laconic statement that ‘the cause is 
not known’. This is true enough; but this re- 
viewer would have relished some analysis of the 
various unsatisfactory explanations that have 
been mooted. This, however, is a minor critic- 
ism. Dr. Macgregor has made a valuable con- 
tribution to pediatric pathology and it can be 
confidently recommended. The illustrations are 
excellent. 


Deafness. By J. CHALMERS BALLANTYNE, 
F.R.C.S., D.L.O. London: J. & A.Churchill 
Ltd., 1960. Pp. 254. Illustrated. Price 
255. 

ALTHOUGH deafness is a common affliction, its 

causes and its management are not generally 

appreciated, so that what may be termed a 

working manual on deafness is a timely and 

welcome addition to the literature of this ad- 
mittedly difficult subject. Writing simply but 
with authority, Mr. Ballantyne has produced an 
admirable account of deafness in all its aspects 
which can be read with interest and profit by 
anyone who has to do with the deaf. The line 
drawings, which have been especially produced 
for this book, are excellent, and a series of 
appendixes gives useful information about the 
organizations available for the deaf. This book 
should be in the library of every otologist and 
should be read by all who deal with the deaf, 
including medical auxiliaries and relatives. It is 
safe to predict that a further edition will soon 
be called for, when it is hoped that more about 
the curable forms of deafness will be included 


Fundamentals of Clinical Hematology. By 
B. S. LEAVELL, M.D., and O. A. THorup, 
Jr., M.D. Philadelphia and London: 
W. B. Saunders Co., 1960. Pp. 503. 
Illustrated. Price 7os. 

IN their preface the authors state that this book 

is designed for the undergraduate student, and 

to serve as a review for the practising physician 

It is questionable whether the British under- 

graduate medical student could be expected to 

assimilate almost 500 pages on the relatively 
small subject of hematology. In the second 
objective, however, the authors have succeeded 
admirably. This is a readable, accurate, and up- 
to-date description of hematology. It should 
also be of value to the postgraduate student 
preparing for a higher examination. The mor- 
phological aspects of hematology are lucidly 
described but some of the coloured drawings 
are disappointing, and colour blocks of actual 
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photographs might have been an improvement. 
The understanding of the disordered physiology 
in blood disorders is helped by schematic 
representations. Commendable emphasis is laid 
on the clinical aspects of hematology and thereare 
many excellent photographs of clinical material. 
In a brief clinical approach to the subject such 
as this it has been necessary to omit description 
of many hematological techniques, but there is 
an adequate account of selected laboratory 
procedures. Each chapter concludes with a list 
of references to the literature. 


Stress and Psychiatric Disorder. Edited by 
J. M. TANNER, M.D., D.Sc. Oxford: 
Blackwell Scientific Publications, 1960. 
Pp. 151. Illustrated. Price 21s. 

THIS is an account of the proceedings of the 

second Oxford conference sponsored by the 

Mental Health Research Fund, held in 1958, 

and attended by psychiatrists, physiologists, 

physicians, psychologists and animal experi- 
mentalists from both sides of the Atlantic. In 
research, ideas take a long time to crystallize 
into a form that can be used in practical experi- 
ment or survey, but this period may be short- 
ened if there is an accessible channel for 
exchange of information. The reader can see 
this process occurring as he studies this book 

with, one hopes, the care that it deserves, for 
it is no potted summary to be skimmed through, 
but a series of factual accounts, surveys, obser- 
vations and experiments. These are presented 
in an orderly sequence: disorganization of 
behaviour in man and in animals and the 
factors concerned in this; physiological re- 
sponses to stress; the prevention and treatment 
of psychiatric reactions to stress. Little that is 
fundamentally new emerges at this stage, but 
the book is informative and stimulating. 

The conference was numerically srnall— 
advisedly so—and it would be invidious to 
pick out names from among the nine or ten 
contributors of original technical papers. But 
the comprehensive grasp of the concept of 
stress revealed in the short introduction to the 
conference by Sir Geoffrey Vickers, chairman 
of the Research Committee of the Fund, com- 
mands special admiration; and the final chapter 
consists of a summary and, so far as possible, 
an integration of the material that precedes it. 
There is a good bibliography and an adequate 
index 


The Detection of Secret Homicide. By 
J. D. J. HAvarb, M.B., B.CHIR,, LL.B. 
London: Macmillan & Co. Ltd., 1960. 
Pp. 253. Price 35s. 

Tuts book is volume XI of ‘Cambridge Studies 


in Criminology’, edited by L. Radzinowicz, 
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Lu.D., and is a serious review of the coroner's 
system and its practical relationship to the 
registration of deaths and stillbirths and crema- 
tion law. It comes at a most opportune moment 
when there is an acute inipact upon the public 
conscience of the presence of crimes of violence, 
which appears to be shared by the authorities, 
and also seems to show signs of extension even 
to the medical profession. At long last, although 
fallacies die hard, it is becoming appreciated 
that crimes of violence and sudden deaths are 
not just sensational incidents to be read about 
by doctors in the 
activities of academic or clinical 
the contrary there is a moral obligation, apart 
from legal duty, imposed on every practitioner 
to assist in the prevention of crime and to see 
that justice is done. For this 
every practitioner should read this book. He 
may, too, when he has a spare, 
wonder what murders he has overlooked. The 
author, after showing the dangerous gaps that 
exist even in the present system which has been 
improved by a process of evolution—a fact 
that can well be appreciated when study is 
made of some examples of the original system 
still operating in the United States 
suggestions of his own, which give food for 
thought. 

Lest the impression has been given that this 
is some superficial survey, it should be stressed 
that it is an extremely able academic piece of 
research which must have involved a great deal 
of effort, whilst the influence of 
Professor Radzinowicz, who wrote the preface, 
cannot be concealed 


newspapers and in the 
practice. On 
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Selected Papers. By Sin GEOFFREY JEFFER- 
SON, C.B.E., M.S., F.R.C.P., F.R.C.S., F.R.S. 
London: Pitman Medical Publishing Co. 
Ltd., 1960. Pp. 563. Illustrated. Price 
£5 58. 

THE selection of papers contained in this 

volume covers a period of 36 years, half man’s 

allotted span, and consequently can be expected 
to be rich in mature experience. The reviewer 
was deeply impressed in two ways: by the 
variety of subjects of which the author is able 
to give fascinating and wise accounts, and the 
way in which his writings reveal himself. The 
papers are divisible into three groups: reflec- 
tions, portraits, and neurosurgery. It is not 
perhaps surprising that those of the first have 
been published almost entirely in the last ten 
years, and may reflect a gradual release from 
the shackles of routine professional duties, 
though no release from those of a life-long 
devotion to neurology and neurosurgery. Sir 

Geoffrey's wide reading and intense interest in 

the early workers in their endeavour to explain 


nervous mechanisms are well exemplified by his 
studies of Descartes and Marshall Hall. His 
up-to-date knowledge of electrophysiology and 
electronics is displayed in “The mind of me- 
chanical man’ and in this he warns those who 
would view the brain only as a remarkable 
piece of electronic machinery: ‘I see a new and 
greater danger threatening, that of anthropro- 
morphizing the machine’. 

The earliest selected paper on neurosurgery 
was written in 1924, and deals with fractures of 
the first cervical vertebra. In this he expounded 
the theory of the ‘altantal squeeze’—a typical 
to explain the mechanics of these 
fractures. It is interesting to note that he then 
described the narrowing of the lumen of the 
spinal canal just below the foramen magnum 
which takes place when the head is rotated, an 
observation recently recorded again by Breig 
In an addendum to this paper the historical bent 
comes to the fore again in the search for the 
origin of the legend about the child who is 
killed by being lifted up by his head. It was 
‘at last in Jean Louis Petit’s Maladies 
des Os (1743-1-66)’. Other papers on clinical 
subjects exemplify Sir Geoffrey’s particular 
interest in carotid artery aneurysms and lesions 
of the optic nerves and chiasma. 

Earlier in this review it was suggested that 
writings reflect the character of the 
author. Two brief quotations illustrate this 
point: ‘Let our scientific thinking be tempered 
by scepticism but let our actions be not para- 
lysed by it’ (‘Scepsis Scientifica’). ‘Happiness 
comes and goes but it is there more often than 
it is not; it derives from being surrounded by 
people that you like and in having work to do 
that absorbs you’ (‘On being happy and lik- 
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ing it’) 


Henry E. Sigerist on the History of Medicine. 


Edited by Fetix Marti-IBANez, M.D. 
New York: MD Publications, Inc., 
1960. Pp. 313. Price $6.75. 

Henry E. Sigerist on the Sociology of Medicine. 
Edited by Mitton I. Roemer, M.D. 
New York: MD Publications, Inc., 
1960. Pp. 397. Price $6.75. 

For many years before his death in 1957 Dr. 

Sigerist was internationally recognized as the 

greatest medical historian of his day. Unlike 

many scholars he had the gift of making the 
subject of his writings come to life, and he had 

a happy knack of being able to link the present 

with the past. On occasions his philosophizing 

may have been rather superficial, but no-one 
ever questioned the accuracy of his facts or the 
breadth of his vision. It is one of the tragedies 
of medical history that he did not live to com- 
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plete the monumental ‘History of Medicine’ 
upon which he embarked in his latter years. 
In these two volumes a representative selec- 
tion of his writings has been brought together. 
Whilst—presumably to appeal to American 
readers—several of his more ephemeral papers 
have been included, the vast majority were well 
worth republishing, and the two volumes can 
be thoroughly recommended to all students of 
the history of medicine. In practice this means 
all members of the profession because, as 
Sigerist himself always insisted, no-one could 
be a good doctor unless he knew the historical 
background against which he practised. 


NEW EDITIONS 
Demonstrations of Physical Signs in Clinical Sur- 
gery, by Hamilton Bailey, F.R.C.S., F.A.C.S., 
F.R.S.ED., thirteenth edition (John Wright & 
Sons Ltd., 75s.).—In books as in boys there is 
always a danger of the good little one becoming 
the big bad one. It is to Mr. Hamilton Bailey’s 
credit that he has avoided this in his careful 
perentage of the new ‘Physical Signs’. Originally 
slim, 21s., and the proud possession of students 
starting their surgical wards, this is now fat, 
75s., and must of necessity cater for a wider 
surgical public. Although the amount of sur- 
gical knowledge collated here is encyclopedic 
and of the utmost importance to those under- 
taking higher examinations, the book is full of 
sound clinical and practical points, and the 
illustrations are excellent. As a refresher course 
in clinical surgery which can be attended with- 
out moving from one’s chair this book is in- 
valuable. The reviewer certainly learnt and 
relearnt a great deal—how many of the swellings 
on pp. 49-50 can you name? 


Notes on Infant Feeding, by Stanley Graham, 
LL.D., M.D., F.R.C.P.Ep., F.R.F.P.S., and Robert A. 
Shanks, M.D., M.R.C.P., F.R.F.P.S., fifth edition 
(E. & S. Livingstone Ltd., 4s. 6d.).—This 
thoroughly practical booklet is warmly recom- 
mended not only to the medical student for 
whom it is written but also to the family doctor 
who agrees with the authors that ‘the feeding 
of the infant should not be left to the nurse’. 
The new edition is thoroughly up to date. 
Perhaps more space might now be given to 
evaporated (unsweetened) milk which, in full 
and half-cream forms, is becoming increasingly 
popular, whilst the short section on the hospital 
treatment of diarrhcea and vomiting might have 
been omitted. The ‘led down’ reflex might have 
been described more fully, and not everyone 
would agree that ‘alternate breasts should 
usually be used at each feed’. ‘Boiled sterile 
water should be given frequently during the 
first twelve hours after birth’ is rather an im- 
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practicable recommendation: many now believe 
that the full-term infant should have the advan- 
tages of that ‘delayed feeding’ which the 
authors rightly point out has proved lifesaving 
for prematures. These, however, are detail 
criticisms that in no way detract from the value 
of a useful little book. 


Blood Transfusion; A Guide to the Practice of 
Transfusion within Hospitals, by George Dis- 
combe, M.D., B.Sc., second edition (William 
Heinemann Medical Books Ltd., 6s.).—This 
valuable little book should be read from cover 
to cover by everybody who may be called upon 
to handle blood. Publications in this field are 
usually devoted principally to serological or 
clinical techniques but here theory is kept to a 
minimum. Possible dangers and pitfalls for the 
unwary are described, advice is given for avoid- 
ing them and a bank organization is advocated 
which should ensure smooth running. The basic 
principles have not changed in the five years 
since the first edition appeared but a number 
of useful interpolations and a chapter on re- 
actions and complications in transfusion have 
brought the book up to date. 


Heritable Disorders of Connective Tissue, by 
Victor A. McKusick, M.D., second edition 
(Henry Kimpton, 90s.).—The disorders which 
Dr. McKusick has grouped together are: 
Ehlers-Danlos syndrome, pseudoxanthoma elas- 
ticum, osteogenesis imperfecta, Marfan’s syn- 
drome and Hurler’s syndrome (gargoylism). All 
these conditions are essentially due to abnormal 
mutant genes. The first three of them are 
probably disorders of collagen, the fourth of 
elastic tissue, though the excessive length of the 
long bones may be an independent anomaly. 
The fifth condition, Hurler’s syndrome, is due 
to deposits of mucopolysaccharide in several 
tissues; its inclusion as a disorder of connective 
tissue is perhaps more arbitrary. Dr. McKusick 
gives an account of the formation and properties 
of the constituents of normal connective tissue, 
and then describes the clinical, genetic and 
pathological features of each of the five condi- 
tions in considerable detail. He gives a very 
complete set of references, and has clearly had 
extensive personal experience of each of the 
conditions. The book is much to be commended. 





The contents of the November issue, which will contain 
a symposium on ‘Endocrinology,’ will be found on page 
A 174 at the end of the advertisement section. 
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Comment from three important papers in the 
Lancet, 20th August. 
“Patients are spared constipation, impotence, 
dryness of the mouth, and iridopliegia, and there 
is no risk of paralytic ileus." 
“Life need no longer be made a misery by the 
parasympathetic effects of the ganglion blocking 
agents.”’ 
“Its action is apparently steady; tolerance does By Reo. T. 


not develop; and outpatient care of cases is 
relatively easy." 
“If our present experience is confirmed, and if 


our survival-rates are as good as those with oe 
pentolinium, guanethidine or some similar drug (guanethidine sulphate) 
should almost entirely replace the older ganglion 
blocking agents." E: I B A 
“Guanethidine was much more satisfactory in 
outpatient control. A single daily dose was ade- 
quate, and there was only 1 outpatient failure in 
16 patients, in contrast to 16 failures in 25 patients 
treated with bretylium tosylate." 
Other products of CIBA original research include 
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NEW PREPARATIONS 
‘“CHYMORAL’ tablets each 
activity equivalent to 50,000 Armour 
‘supplied by a purified concentrate which has 
specific trypsin and chymotrypsin activity in a 
ratio of approximately six to one’. They are said 
to be formulated especially for oral administra- 
tion and intestinal absorption ‘in all conditions 
where healing is hindered by 
tissue reactions’, in which they ‘control inflam- 
mation, curtail swelling and curb pain’. Avail- 
able in bottles of 48. (Armour Pharmaceutical 
Co. Ltd., Hampden Park, Eastbourne, Sussex.) 


provide enzymatic 


units, 


inflammatory 


“TARACTAN’ preparations contain a thioxanthene 
derivative, «-2-chloro-9-(w-dimethylamino-pro- 
pylidene)-thioxanthene, and are said to have 
sedative and adrenolytic properties similar to 
those of chlorpromazine but with ‘much greater 
anticholinergic activity’. In the treatment of de- 
pressive states ‘symptomatic relief begins to 
appear within the first day or two’. Available as 
15-mg. sugar-coated tablets in bottles of 50 and 
250 and also in ampoules of 2 ml. containing 30 
mg., in boxes of 6 and 50. (Roche Products 
Ltd., 15 Manchester Square, London, W.1.) 


PHARMACEUTICAL NOTES 
Crpa LaBorRATORIES LTD. announce that their 
aldosterone preparation, ‘aldocorten’, is now 
generally available. Issued in boxes of 6 x 1-ml 
ampoules each containing 0.5 mg. (Horsham, 
Sussex.) 


Ext Litty & Co. Ltp. announce that their 
preparation ‘ilosone’ (the lauryl sulphate of 
propionyl erythromycin ester) is now available 
in an additional form as ‘pulvules’ of 125 and 
250 mg., in packs of 100. (Basingstoke, Hants.) 


Meap JOHNSON LTD. announce the introduction 
of a new weight-control preparation, ‘metercal’, 
which ‘automatically supplies the user with 
a nutritionally balanced, hunger satisfying, 900 
calorie-a-day diet’. One day’s supply contains 
70 g. of protein, vegetable fat, and soya flour, 
and vitamins and minerals ‘in amounts from 1 
to 3} times the established minimum daily 
adults’, and contains no 
drugs or ‘bulking’ agents. Available in three 
flavours—chocolate, orange and _ vanilla—in 
half-pound tins containing one day’s supply 
of powder to be mixed with water. (10 Upper 
Grosvenor Street, London, W.1.) 


requirements for 


ROYAL SOCIETY OF MEDICINE 
THE next meeting of the Section of Genera! 
Practice will be held at 8.15 p.m. on October 19, 


when the President’s valedictory address on 
Art and Science in General Practice’ will be 
given by R. J. F. H. Pinsent 


THE JAMES MACKENZIE LECTURE 
Tue seventh James Mackenzie Lecture of the 
College of General Practitioners will be given by 
Dr. Lindsey W. Batten at 11.3¢ a.m. on 
November 19, 1960, in the Great Hall, B.M.A. 
House, Tavistock Square, London, W.C.1. 
The title of the lecture will be “The Medical 
Adviser’ 


THE HARBEN LECTURES 

Tue Harben Lecturer for 1960 is Professor 
Robert A. Kehoe of the University of Cincin- 
nati, whose subject will be “The Metabolism of 
Lead in Man in Health and Disease’. The 
lectures, which will be illustrated, will be given 
at 5 p.m. on October 25, 26 and 27, 1960, in the 
Lecture Hall of the Royal Institute of Public 
Health and Hygiene, 28 Portland Place, London, 
W.1. Admission is free without ticket and seats 
may be reserved in advance upon application 
to the Secretary of the Institute. 


EXHIBITIONS 

AN exhibition of Medical Photography will be 
presented by the Medical Group of the Royal 
Photographic Society of Great Britain, at the 
Society's house, 16 Princes Gate, London, 
S.W.7, from November 7 to 22 inclusive. The 
exhibition will be opened by Sir Robert Platt 
at 7 p.m. on November 7, followed by the pre- 
sentation of awards and the showing of selected 
films 


Tue 45th London Nursing Exhibition organized 
by the Nursing Mirror will be held at the Sey- 
mour Hall, Seymour Place, London, W.1, from 
October 10 to 14 inclusive. Members of the 


medical, nursing and midwifery professions 
(including students and auxiliaries) may obtain 
free tickets of admission from the Organizer, 
London Nursing Exhibition, Dorset House, 
Stamford Street, London, S.E.1. 


MODERN PSYCHOPHARMACOLOGY 
IN his annual report for 1959, Dr. C. C. 
Beresford, the physician superintendent of The 
Retreat, the well-known Quaker mental hospital 
in York, has this to say about the flood of new 
drugs for the treatment of mental disorders: 
‘With the new medicaments there has come the 
risk of their use without the proper study of 
the patient as an individual. Often his diffi- 
culties and conflicts need far more attention and 
help because they are the prime cause of his 
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illness. A pill cannot cure a man of a neurosis 
produced by his being in the wrong job and 
suffering continuous frustration and disappoint- 
ment because of it’. 


CORTISONE AND NERVE 

DEGENERATION 
In view of the outbreak of triorthocresyl phos- 
phate poisoning in Morocco last year, P. Glees 
Nature (Lond.), 1960, 187, 327) has investigated 
the action of cortisone acetate in such poisoning 
in hens. He reports that the administration of 
25 mg. of cortisone by mouth three days before 
the application of triorthocresyl phosphate, and 
further doses of 25 mg. every third day there- 
after, in all cases prevented the onset of paralysis 
and reduced the other general symptoms. Even 
if the administration of cortisone was delayed 
until the hens were ‘severely stricken by the 
poison’, its beneficial effects were still apparent: 
‘The general condition of the birds rapidly 
improved, they began to feed avidly, and the 
paralysis was reduced to a mild state of postural 
imbalance’. 


HEALTH HINTS FOR THE ELDERLY 
As a result of experience gaired at the Oxlow 
Lane Centre for the Over Sixties, Dr. J. 
Adrian Gillet, the medical officer of health for 
Dagenham, has produced an admirable booklet 
entitled ‘Health Hints for the Over Sixties’. 
This deals briefly but in simple language, with 
‘food’, ‘the mouth’, ‘the feet’, ‘mental health’ 
and also includes a useful set of ‘simple exer- 
cises within the capabilities of most people, 
which wil] be helpful in retaining flexibility of 
both mind and body’. 


TEENAGE V.D 

‘ONLY in the case of venereal disease does the 
situation give cause for some disquiet. The 
number of Middlesex patients attending venereal 
disease clinics suffering from gonorrhcea showed 
a sharp rise and 845 new cases were treated, 
178 more than in 1958, representing an increase 
of approximately 27 per cent. This almost cer- 
tainly represents only a fraction of the true 
incidence since an unknown but probably con- 
siderable number of patients are treated privately 
by their own doctors. A disturbing feature of the 
position is the number of reports which are 
received from the clinics pointing to a rising 
proportion of teenagers and those in the early 
twenties in attendance’.—The Annual Report 
for 1959 of the Middlesex County Medical 
Officer of Health 


SPIDER NEVI 
THE spider nevi, or vascular spiders, found in 
certain cases of advanced liver disease are due to 
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dilatation of capillaries resulting from excess 
cestrogen in the blood, according to T. Tanimura 
and I. Yoshino (Med. J. Osaka Univ., 1960, 10, 
475). They give details of six cases of marked 
hepatic dysfunction, in which such vascular 
spiders were present. In all the cases they were 
present in the upper part of the body and were 
never found on the abdomen, lower back or legs. 
In the four cases of cirrhosis they had been 
present for three years before signs of hepatic 
dysfunction developed. In four of the cases (all 
males) there was enlargement of the breasts. 
Administration of natural or synthetic cestrogen 
to 10 healthy subjects resulted in the develop- 
ment of definite vascular spiders in three, and 
the remainder also developed them, though in a 
mild form. Capillary resistance in the skin was 
found to be lower in the upper, than in the 
lower, part of the body. Similar results were 
obtained in rabbits 


HYPNOSIS IN OBSTETRICS 
DetaiLs are given by N. V. Mody (¥. Obstet. 
Gynac. India, 1960, 10, 348) of 20 cases of 
vaginal delivery conducted under hypnosis. 
Thirty-one women volunteered initially, but 
four of these subsequently refused, two were 
found unsuitable, two were delivered before 
hypnosis could be induced, and three had 
operative deliveries. All but one of the 20 women 
delivered under hypnosis had antenatal hyp- 
notic sessions. All of the seven primigravide 
had satisfactory relief, and eight (61.5%) of 
the multipare. There was no relationship 
between the relief of pain and either the number 
of antenatal] sessions or the depth of hypnosis. 


AORTITIS IN SEA-LIONS 

Aortic lesions resembling those found in 
chronic human syphilis are reported by A. L. 
Kelly and D. Jensen (Nature (Lond.), 1960, 186, 
731) as occurring in mature bull sea-lions caught 
off the coast of Mexico. In the sections of aorta 
examined macroscopically, approximately 10% 
of the intimal surface was covered by elevated 
plaques, and these areas had ‘a considerably 
higher cholesterol content’ than adjacent normal 
areas. Microscopic examination revealed that the 
intima itself was not involved, but there was an 
‘extensive inflammatory reaction in the media, 
extending from the subintima to the adventitia’, 
with destruction of elastic tissue about the blood 
vessels and an infiltration of plasma cells, 
macrophages and lymphocytes. 


ALL-NIGHT DENTAL SERVICES 
Peop.e suffering from toothache at night in 
Budapest will soon be able to get immediate 
attention, according to a recent report, under a 
scheme to keep two of the city’s dental surgeries 
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in chronic bronchitis 


‘Middle-aged and elderly people with bronchitis are not 
suitable subjects for experimentation with the newest 
antibiotic that has come along and in such cases it is best to 
rely on a well-tried preparation so long as it gives good results.’ 
Practitioner, 1958, 181, 684-5. 
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open all night. Already seven surgeries are open 
for emergency treatment from 20.00 to 01.00 
hours. 

THE DOCTOR’S MAILBAG 
Durinc the year ended April 30, the average 
general practitioner in the United States 
received 4,566 pieces of mail from drug manu- 
facturers—an increase of 3° on the previous 
year. Sixty-eight items of mail were devoted to 
one tranquillizer preparation alone, according 
to AMA News (July 25, 1960). 


SMOKING AND NORADRENALINE 
ACCORDING to one of the speakers at a recent 
symposium in New York, partly sponsored by 
the Tobacco Industry Research Committee, ‘it 
is extremely likely that the pleasure of smoking 
is in part derived from release of noradrenaline 
from the brain by nicotine—the release giving 
an increased feeling of cheerfulness and sense 
of relief’. 

HOTEL VITAMINS 

Tue latest development in the persisting craze 
for vitamins comes from Copenhagen where, it 
is reported, vitamin pills are now on the regular 
breakfast menu at one of the largest 
hotels. Each guest receives two such pills with 
his morning coffee. So popular has this break- 
fast supplement become that apparently the 
guests make a fuss if they do not find the pills 
on their plate. 


city’s 


THE BRITISH ALCOHOLIC 
‘BRITISH drinkers are terrified of the stigma of 
alcoholism’, according to Dr. Robert Brinkley 
Smithers, President of the American National 
Council on Alcoholism. They 
strong tradition of ‘drinking like a gentleman’, 
that they would rather ‘die in the 
screaming’ than admit they 
The United States, he added, comes third in 
the list of alcoholic nations (preceded by France 
and Chile). Drinking in America, he explained, 
is a ‘ part of life’, and one out of every 15 
Americans who drinks—in other 
million—is an alcoholic. 


have such a 
gutter, 


were alcoholics 


words 5 


‘SLEEPING TREES’ 
PROTECTING fruit trees from frost by 
them to sleep’ is a new development reported 
recently in the Financial Times. This is done by 
means of a new chemical compound which is 
said to regulate the growth of trees in such a way 
that they are in a ‘dormant state’, in which the; 
are able to withstand far lower temperatures 
without damage than trees which have been 
protected by far more elaborate and expensive 
methods. The length of the period of ‘sleep’ can 
apparently be precisely controlled, and if the 
trees are treated immediately preceding expected 
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periods of frost there is ‘virtually complete pro- 
tection to citrus fruits and a wide variety of other 
types of fruit trees’. 


PUBLICATIONS 

The Paediatric Prescriber, by Pincus Catzel, 
M.B., M.R.C.P.ED., D.C.H., assisted by S. Cohen, 
M.P.S. (S.A.).—Sir Wilfrid Sheldon wisely com- 
mends this little book in a foreword. It is an 
essentially practical guide to therapeutics in 
childhood with up-to-date information and not 
very old-fashioned prescriptions. The 
index is well done, and the general scheme and 
including the abbreviations, 
follow. The height and weight tables used are a 
little out of date. (Blackwell Scientific Publica- 
tions, price 15s.) 


many 


layout, easy to 


Cancer in Families, by Douglas P. Murphy, m.v., 
and Helen Abbey, sc.p.—The authors investi- 
gated the frequency of cancer in the families of 
200 breast cancer patients and in a correspond- 
ing control group. The methods used by them 
in collecting and analysing the 
designed to overcome ‘as many weaknesses of 
previous studies as possible’. The present study 
contains the data of two surveys conducted by 
four field workers for 38 and 37 months re- 
covering approximately 6000 
relatives. The first included female 
relatives, the second both sexes. On the in- 
formation thus obtained, the authors conclude 
that in their study group there is no familial 
tendency to develop cancer. This is contrary 
to the findings of many other workers. The 
validity of comparison of the control and study 
groups is somewhat weakened by the fact that 
the cancer incidence is unusually high in certain 
families of the control group. Their book, 
however, will serve as a useful guide for those 
who plan to conduct similar surveys. (Harvard 
Press; Oxford University 


data were 


spectively, 
only 


University Press, 


price 20s.) 


Principles of Public Health Administration, by 
John J. Hanlon, M.s., M.D., D.P.H., in its third 
edition, deals largely with public health in the 
U.S. setting, and has therefore only a limited 
appeal in Britain. For the student of comparative 
public health it gives an interesting picture of 
thought and practice on the other side of the 
Atlantic, but there is a wider aspect. Professor 
Hanlon has in him something of the technician, 
something of the artist and something of the 
philosopher, and anyone who is interested in 
public health, social medicine or medical soci- 
ology will find something to his advantage if he 
dips into this volume. The medical officer of 
health can certainly read it to his considerable 
profit, for, though practice differs from one 
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country to another, there are some principles 
which are (Henry Kimpton, 
price 78s. 6d.) 


international. 


An Introduction to Human Blood Groups, by 
Fulton Roberts, M.p., is an admirable guide to a 
complex unreservedly 
recommended to and medical 
students as the best introduction to the subject 
available at the moment. (William Heinemann 
Medical Books Ltd., price 9s. 6d.) 


subject. It can be 
practitioners 


International Work in Leprosy 
admirable advances that have 
taken place in the field of leprosy during the 
last decade. It is a reprint of an article pub- 
lished in the WHO Chronicle, and should be 
studied by all with the 
patients with leprosy. (H.M. Stationery Office, 


1943-1959 1s an 
review of the 


concerned care of 


price 1s. 9d.) 


Differential Diagnosis for Practitioners in the 
Tropics ; A Clinical Handbook, by W. H. Jopling, 
M.R.C.P., D.T.M. & H.., in collaboration with 
Sir Philip Manson-Bahr, has been written ‘as 
a guide for the general practitioner in the tropics, 
when faced, as he usually is, with clinical prob- 
lems in out of the way stations, where he is far 
Copies 
are available, free of charge, to members of the 


removed from professional assistance’. 


medical profession from FBA Pharmaceuticals 
Ltd., 37-41 Bedford Row, London, W.C.1. 

Poisons and T.S.A. Guide, sixth edition, con- 
tains information on the sale and supply of all 
substances, including proprietary preparations, 
Acts and the 
(Pharmaceutical 


controlled by the Pharmacy 
Therapeutic Substances Act. 
6d.) 


Press, price 7s. 
The Preparation of Medical Literature, by 
Louise M. Cross, M.A., has been written with 
characteristic American thoroughness. If every 
potential author were to practise its precepts 
the life of an editor would indeed be simpli- 
fied. On the other hand, individuality might be 
sacrificed. Whilst this is a book which should 
certainly be consulted by all medical writers, 
they must not allow themselves to be so over- 
whelmed by its scope as to imagine that writing 
is a standardized which can be 
acquired by reading books such as this. (Pitman 
Medical Publishing Co. Ltd., price 80s.) 


procedure 


The Work, Responsibilities and Status of the 
Staff Nurse is the second report of the Dan 
Mason Nursing Committee of the 
National Florence Nightingale Memorial Com- 
mittee of Great Britain and Northern Ireland 
It is the result of an inquiry undertaken in order 
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to follow up some of the findings in the first 
report, en “The Work of Recently Qualified 
Nurses’. (7 Grosvenor Crescent, London, 


S.W.1, price 5s.) 


The Medical Laboratory Technician is a revised 
booklet in the ‘Choice of Careers’ series issued 
by the Central Youth Employment Executive. 
It gives an outline of the techniques and methods 
involved in hospital and other medical labora- 
tories, including the blood transfusion services, 
and indicates the training and personal qualities 
required. (H.M. Stationery Office, price 6d.) 


Food for the Family, by Harvey Flack, M.D., is 
another useful Family Doctor booklet containing 
a wealth of information on how to plan meals 
for a day, for a week, or even further ahead’, so 
that the family will be ‘delighted with the variety 
of their food, and will also be eating healthily’. 
(British Medical Association, price 1s.) 


OFFICIAL PUBLICATIONS 
Domestic Food Consumption and Expenditure is 
the Annual report of the National Food Survey 
This year it includes the results of 
in families in which the 
housewife work. Allowing for 
expenditure on meals out, it was found that 
families with one child in which both parents 
were earning spent on average 4s. 6d. per head 
per week more on food than families of the same 
size dependent upon one wage earner; for 
families with four or more children the dif- 
ference was 3s. per head. The diets were also 
more varied, but, partly because in families 
with two earners the children tend to be older 
and the physiological requirements are therefore 
greater, ‘in general the nutritional status was no 
Diets in households economically de- 
pendent upon a widow or single 
‘surprisingly, fared rather better nutritionally 
than corresponding households in which there 
was also an adult male’. (H.M. Stationery 
Office, price 10s.) 


Committee 
a study of the diet 
goes out to 


higher’ 
woman 


The Developmental Progress of Infants and Young 
Children, by Mary D. Sheridan, M.D., D.C.H. 
(Ministry of Health Reports on Public Health 
and Medical Subjects No. 102) is in two parts. 
The first is an explanatory section emphasizing 
the importance of early discovery of signs of 
deviation from normal development and there- 
fore the need for all medical practitioners who 
deal with children to be familiar with the 
accepted ‘stepping stones’ of development. The 
second part includes a description in chart form 
of these ‘stepping stones’ up to five years, and 
references to the tests employed to assess the 
degree of development attained. (H.M. Sta- 
tionery Office, price 1s. 3d.) 
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When there’s a call for 
nutritional supplementation ... 


For debility and malnutrition 
All debilitated patients, whether recovering from 
illness or operation or suffering from prolonged 
ill-health need nutritional support 

BEMAX with its high content of essential proe 
teins, vitamins of the B complex and E, and mine 
erals including iron, is invaluable. It is easily digested 
and is taken readily by patients of all ages. 


BEMAX 


Packs of 5, 10 and 20 ozs. 


For the febrile patient, the 

sick child and the elderly 

—VITAVEL SYRUP—a combination of the 

essential vitamins A, B1, C and D in an 

attractive orange-flavoured syrup base. 
This water-miscible preparation is 

found readily acceptable by children 

and others who dislike fish-liver oils. 


VITAVEL SYRUP 


In bottles of 6 and 40 fil. ozs 





To meet the extra needs of pregnancy 


A single supplement which sup- 
i$ 
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Standard Reference 
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the long-acting sulphonamide 


sustains therapeutic sulphonamide levels for 
24 hours with a single dose 
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NOTES FROM THE CONTINENT 


A European Newsletter 


FRANCE 


Hypophysectomy in cancer of the breast.—In a 
discussion of the hypophy- 
sectomy performed by 
implantations induces its well-known analgesic 
action in patients with metastasizing carcinoma 
of the breast, P. Juret expresses doubt as to 
whether analgesic attributed 
entirely to a resulting exhaustion of the naturally 
occurring cestrogens in the body. Although this 
is a widely accepted explanation, his experience 
with 72 such hypophysectomies suggests that it 
As an alternative he 


means whereby 


means of radioactive 


action can be 


does not cover all cases 
suggests that a more likely explanation is to be 
found in the lesion produced in the diencephalon 
as a result of the intra-hypophysial implantation 
Primary chronic pancreatitis.—As a result of a 
study of 64 cases of chronic pancreatitis, H 
Sarles and his colleagues throw doubt on the 
validity of the American concept of ‘chronic 
recurring pancreatitis’: that is, a condition which 
is initiated by an acute attack, which may prove 
fatal (hemorrhagic pancreatitis), or from which 
the patient may recover but only to be subject 
to recurrent attacks which lead to 
sclerosis ot the gland and 
calcification and the classical picture of chronic 
pancreatitis. From a careful study of their data 


gradually 
endocanalicular 


they claim to have separated a form of primary 
chronic pancreatitis, which is characterized by a 
slow inexorable with 
sclerosis of the pancreas without any calcification 
or involvement of the sphincter of Oddi. It does 
not develop until a relatively late age (average 
61.4), occurs equally two 
sexes, and progresses 
variably fatal termination, death occurring from 
cachexia. The etiology is obscure. Sarles and his 
colleagues have 
organism from their cases, and they suggest that 
one possible explanation is that it is a form of 
auto-immunization 


course, progressive 


commonly in the 


towards an almost in- 


been unable to isolate any 


Assessment of psychosomatic factors in asthma 

A method of assessing the importance of psycho- 
somatic factors in asthma is described by R 
Tiffeneau. This first 
bronchovasomotor excitability by finding out 
the minimal dose of a bronchoconstrictor which 
will produce bronchospasm, as measured by 
spirometry. The drug used for this purpose is 
acetylcholine administered as an aerosol. The 
amount of acetylcholine required to produce 


consists of assessing 


such an effect varies from asthmatic to asthmatic. 
In early and mild cases the amount of acetylcho- 
line required is little less than in normal people, 
but in severe and long-standing cases the amount 
is very much decreased 

In order to obtain an objective measurement 
of the bronchoconstrictive effect of any given 
emotion, Tiffeneau has measured the amount of 
acetylcholine necessary to produce a degree of 
bronchoconstriction comparable to that produced 
by the emotional stimulus being investigated. 
Thus, he has found that the degree of bron- 
choconstriction produced by a strong emotional 
stimulus may be equivalent to that produced by 
a dose of acetylcholine five times greater than 
the minimal bronchoconstrictive 
suggests that by the use of this method it should 
be possible to determine in any given asthmatic 
significance of different 
attacks of 


de sc I le 


relative 


stimuli in 


subject the 
emotional producing 
asthma 

The treatment of syphilis —In view of the re- 
crudescence of syphilis, P. de Graciansky and 
Ch. Grupper, of the Hédpital St 
have reviewed their results in 147 cases of early 


Louis, Paris, 


syphilis, treated by a single dose of repository 
penicillin (2.4 mega _ units) with 
cortisone. Their follow-up varies from one to 
seven years, more than 90% of their patients 
being followed up for periods exceeding two 
years. The serological results of such therapy 
follows. In with sero-negative 
T.P.I. remained 
primary syphilis 


combined 


were as those 


primary syphilis reagin and 
negative. In sero-positive 
reagin and T.P.I. became negative in 90% of 
syphilis reagin became 
negative in 80 of cases and T.P.I. became 
negative in 48% Ten patients re- 
quired a second injection: in six of these there 


cases. In secondary 


of cases. 


was definite evidence of reinfection; in four the 
evidence in favour of reinfection was doubtful. 


method of 
patients, in 


desensitization.—As a 
penicillin-sensitive 
whom the administration of penicillin § is 
essential, Pasteur Vallery-Radot and his col- 
leagues recommend the following procedure. 
Twenty units are given intradermally every two 
hours for the first forty-eight hours. On the 
third day 40 units are given sybcutaneously 
every two hours. Two-hourly subcutaneous 
injections of increasing amounts are given until 


Penicillin 
desensitizing 
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the sixth day when the intramuscular route is 
used. Dosage and the intervals between in- 
jections are gradually increased until the eighth 
day when 5000 units are given intramuscularly 


PRACTITIONER 


twice a day. Thereafter a twice-daily schedule 
of intramuscular injection is given, the amount 
in each dose being gradually increased until the 
optimum daily dose is attained. 


ITALY 


Liquid nitrogen and warts.—Satisfactory results 
are reported by F. Guelli and S. Bella from the 
use of liquid nitrogen in a series of around 3000 
cases of warts. It is pointed out that liquid 
nitrogen is used at its temperature of liquefac- 
tion, which is 195.8°C. Because of this marked 
difference of temperature between the liquid 
nitrogen and the skin, when contact is made 
between the two a cushion of vaporized air is 
formed, which, if the contact is brief, prevents 
a burn of the skin. 

The technique consists of touching the wart 
with cotton-wool soaked in the liquid nitrogen. 
The duration of contact and the pressure used 
depends upon: (a) the site, (b) the size, and (c) 
the thickness and the depth of the wart, but 
above all the reaction of the patient. As a guide 
to the duration and pressure of contact, the 
following recommendations are made. For plane 
warts a light touch without any pressure for two 
to three seconds is adequate. For common warts 
contact is maintained for ten to twenty seconds, 
the pressure used depending upon the site and 
thickness of the wart. For plantar warts, longer 
contact is necessary—sixty seconds or even 
longer—and firm pressure, even impinging on 
the surrounding normal skin. This is the only 
type of wart in which the surrounding skin 
should be involved. In all others, the sur- 
rounding skin must be involved as little as 
possible—because of the pain which the liquid 
nitrogen causes. 

During the application the verruca becomes 
blanched and the patient notices a strong tingl- 
ing sensation. This vasoconstriction is followed 
by vasodilatation which the patient feels first 
of all as a sensation of paraesthesia and then of 
burning, the intensity of which depends upon 
the duration of contact with the liquid nitrogen. 
Subsequently there is a fresh sensation of pain, 
usually slight, for twenty-four hours. When 
necessary a second application may be made a 


fortnight later. Only very occasionally is a third 
application called for. 


Treatment cf pulmonary echinococcosis. —On the 
basis of their experience with 144 cases of 
pulmonary echinococcosis, G. Zannini and 
A. Conti review their results in 130 cases treated 
surgically. Ablation of the cyst by the technique 
of Posadas, which was performed in 74 cases, is 
considered to be the simplest and most effective 
form of treatment, producing a definite cure in 
90.5% of cases. Marsupialization, which was 
performed in 12 cases, is indicated only in cases 
in which the condition of the patient prevents 
the use of any other method. Excision of the 
affected lobe, which was carried out in 26 cases, 
is indicated when there is so little healthy tissue 
left that there is no point in attempting to 
preserve it 


Hypophysial radioactive implantation in advanced 
cancer of the breast.—Intra-hypophysial implan- 
tation of radioactive isotopes in patients with 
advanced carcinoma of the breast, according to 
P. Bucalossi and his colleagues, produces 
results comparable to those following bilateral 
and adrenalectomy and hypo- 
physectomy. The results, however, are less 
reliable, mainly because, as shown by post- 
mortem findings, the destruction of the hypo- 
physis is incomplete. On the other hand, if 
properly carried out, such radioactive implanta- 
tion is less ‘traumatizing’ and is free from 
secondary reactions. In order to obtain the 
maximum destruction of hypophysial tissue, it 
is recommended that the implantation be made 
in the form of multiple implants of relatively low 
activity, spread as uniformly as_ possible 
throughout the hypophysis. Care must be taken, 
however, to ensure that no implant is made 
within 3 cm. of the sellar diaphragm or the 
oculomotor nerves. 


oéphorectomy 
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DEEP SKIN PENETRATION IN ARTHRITIS AND 
RHEUMATISM 


NICOTINIC, SALICYLIC AND 
p-AMINOBENZOIC ACIDS 

in Ester form 
In CASES of soft-tissue rheu- 
matism, and arthritic dis- 
orders, many doctors are 
tending more and more to 
,regard Transvasin as an in- 
dispensable adjuvant to 
treatment. 

For Transvasin is com- 
posed of the esters of nic- 
otinic, salicylic and p-am- 
inobenzoi« id These 
esters readily pass the skin 
barrier in therapeutic quan- 
tities, and so enable an 
effective concentration of 
drugs to be built up where 
they are needed.* 

Transvasin induces not 
only vasodilatation of the 
skin with a superficial ery- 
thema, but also induces a 
deep hyperaemia of the un- 
derlying tissues. It is non- 
irritant and can be safely 
used on delicate skin 

It is nov 
prescribe 
clinical result 
very small quantity 
cient for each application, 
the cost of treatment is 
extremely low 
*Therapeutische Umschau 1952, 8, 143 
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the U.K. 2/6 plus P.T., and 
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public. Samples and litera- T N 
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ensured calories for adequate nutrition 
with high satiety on 900 calories a day 


Metercal 


DIETARY FOR WEIGHT CONTROL 
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Not another jab...? 


when, in most cases 


OOC ends the need for painful penicillin injections 


COMPOCILLIN-VK (Potassium Penicillin V) provides high blood levels quickly and con- 


REGO 


veniently. CVK may be used wherever penicillin therapy is indicated, 
the easily swallowed Filmtabs and cherry-flavoured CVK Solution 
being particularly suitable for children. The normal adult dose is 
125 mg. to 250 mg. every four to six hours; for children, dosage may 
be reduced in proportion to weight. CVK is also available combined 
with double sulphas 


ABBOTT LABORATORIES LTD « LONDON W.1 
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‘Hear attentively the noise of his voice, and the sound that goeth out of his mouth’. fob, 37, 2. 
OCTOBER I910 


“THERE is a tendency in modern laboratory 
studies to lead practitioners to regard all persons 
as fairly uniform in respect of the behaviour of 
their tissues, and their metabolism, under the 
provocative irritation of peccant materials’, 
writes Sir Dyce Duckworth, Bt, M.D., LL.D., 
F.R.C.P., Consulting Physician to St. Bartho- 


lomew’s and the Italian Hospitals, and Senior 


Herbert Tilley, M.S., F.R.C.S 

(1865-1941) 
Physician to the Seamen’s Hospital, Greenwich, 
in ‘A clinical note respecting common ailments’ 
He describes the strumous diathesis as ‘A bad 
‘*soil’’ for all ailments’, and continues ‘We might 
almost regard nervous, strumous, and goutily 
disposed individuals as belonging to separate 
apart from 
metabolism act normally, 

health’. 
Discussing ‘Non-specific sores’, C. F 
Marshall, M.D., M.Sc., F.R.C.S., 
the British Skin Hospital, 


races, those whose organs and 


and who enjoy sound 


Surgeon to 
stresses the im- 


portance of distinguishing between syphilitic 


and non-syphilitic sores, ‘for on this diagnosis 
may depend the future health, not only of the 
patient himself, but also that of his wife and 


family’. He adds a reminder that extra-genital 
chancres may occur on any part of the body ‘if 
they are not thought of they will escape diag- 
nosis. The old adage is here reversed—it is a 
case of out of mind, out of sight’. 

In his article on ‘Leucorrhcea’, Henry Jellett, 
M.D., F.R.C.P.1., King’s Professor of Mid- 
wifery in the University of Dublin, and 
Gynecologist to Sir Patrick Dun’s Hospital, 
deplores the tendency to ‘consider leucorrhceea 
not as a symptom but as a definite disease, and 
to think that once the diagnosis of “‘leucorrhoea’”’ 
has been made the only thing remaining is to try 
the stock remedies’. After enumerating the 
various causes of leucorrhcea he writes: ‘It is 
no doubt unsatisfactory . . . that so common a 
symptom . . . requires for its cure in most cases 
a form of treatment which cannot always be 
carried out . the recognition that operative 
measures are best does not render palliative 
measures any less efficacious nor, by de- 
crying operative measures, do we make palliative 
measures more valuable’. 

In “The treatment of varicose veins of the leg’ 
Arthur E. Barker, F.R.C.S., Surgeon to 
University College Hospital and Consulting 
Surgeon to the Queen Alexandra Military 
Hospital, Millbank, states: “The long incisions 
which are sometimes made for the extirpation of 
eight, ten, or twelve inches of vein are no more 
effectual than those which are shorter’. He 
refers to the possibility of staving off operation 
by active exercise, and to the fact that those 
unable to take exercise are most iikely to benefit 
from the operation which ‘enables them in many 
cases to take the exercise they so much require 
for the improvement of their general health’. 

Herbert Tilley, B.S., F.R.C.S., Surgeon to 
the Ear and Throat Departments, University 
College Hospital, London, says the selection 
and discussion of a single symptom ‘which may 
be a prominent feature in the different diseases 
which may affect an organ is often and rightly 
regarded as an unwise procedure in that there is 
a risk that the value of such a symptom will be 
unduly exaggerated’. He defends his discussion 
of ‘Chronic hoarseness: its clinical significance, 
diagnosis, and treatment’ on the grounds that 
‘hoarseness or sorne degree of impairment of the 
voice is often the one and only disability of 
which the patient is cognisant and for which he 
seeks relief’. 

He points out that functional aphonia, though 
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common in young girls, is ‘by no means confined 
to the young of either sex’. After the patient has 
been assured tt:at restoration of the voice is 
possible, a probe covered with cotton-wool may 
This 
will cause coughing and perhaps momentary 
spasm of the glottis. The patient should be 
‘assured the voice has returned, and made or 
rather hustled into counting loudly up to 20 
If the practitioner fails to recognize the cause of 
this complaint, or if his methods of treatment 
‘lack the necessary energy and assurance .. . the 
patient all too readily drifts into the hands of the 
‘Christian Scientist’, the ‘‘Faith-healer’’, or 
the ‘‘Nature-curer” > ae 
a rule the observance of which ‘will avert many 
a tragedy, and preserve numerous lives 
Every case of chronic hoarseness demands a 
skilled examination of the larynx’ 

Educated at Queen’s College, Taunton, and at 
University College Hospital, Herbert Tilley was 


be used to touch the inside of the larynx 


writer offers 


in general practice before joining the staff of the 
Throat and Ear Hospital, Great Portland 
Street. The first E.N.T. specialist appointed at 
University College Hospital, he furthered the 
amalgamation of the department with the Royal 
Ear Hospital. Recognized as an authority on the 
paranasal sinuses, on laryngeal cancer, and as a 
skilful surgeon, he 
Semon lecture on sinusitis 
Radium Institute and 


delivered a memorable 
Laryngologist to the 


consultant to the 
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Ministry of Pensions, he was President of the 
Sections of Laryngology and of Otology of the 
Royal Society of Medicine. In demand as an 
examiner, he was deeply interested in medical 
His travels brought him into contact 
with many colleagues abroad, and he enjoyed 
the rare distinction of election to membership 
of the American Laryngological Association. 

E. Graham Little, M.D., F.R.C.P., Physican 
to the Skin Department, St. Mary’s Hospital, 
and Member of the Senate of the University 
of London, remarks in ‘Warts and chilblains’ 
that “The feeding of school children is often 
grossly injudicious and even inadequate, and the 
most expensive schools are not exempt from this 
charge. The instinctive desire of growing 
children for sugar is regarded not unseldom as a 
moral obliquity, when it is quite a healthy 
craving, which is especially to be met in persons 
of too little caloric production’. 

In ‘Notes from Foreign Journals’ we read 
that SchOnemann, ‘Looking upon the tonsillitis 
as a secondary affection . . . never neglects the 
treatment of the general condition . Asa 
prophylactic he recommends an instillation into 
each nostril every day of 5 to 10 drops of a 
2 per cent. solution of protargol or of a 5 per 
cent. solution of collargol. By such means he 
thinks that he shuts off the possibility of a 
subsequent attack of acute rheumatism, endo- 
carditis, nephritis, or appendicitis’. T. H. B. 


education 








The name... 


‘Medical Insurance Agency ’’ denotes an advisory Insurance service designed for 
the personal benefit of medical and dental practitioners. 

The Agency is not an Insurance company, but a recognised agent for all the 
leading offices. Whether it isa life or pension policy, sickness or accident insurance, 
some form of household or professional cover, or a personal liability or sporting 
risk that should be secured, there is a contract specifically designed to meet your 


needs 


Expert, unbiased advice is readily available and there are substantial rebates on 
most premiums. The Agency does not seek to amass profits: all its surplus is de- 
voted to the professions’ Charities, which, since the foundation of the Agency, 
have benefited in total by more than £366,800 through covenanted donations and 


gifts. 


Another branch of the M.I.A.'s service is assistance by way of negotiating LOANS 
for the purchase of HOUSES, EQUIPMENT and MOTOR CARS. 
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Responsibility... 





“Tt is the responsibility of pharmaceutical manu- 
facturers to provide evidence that semi-synthetic 
oral progestins do not exhibit androgenic activity 
in the fetus of pregnant experimental animals 
before these preparations are released for general 


use.” 


(J. Clin. Endocrinol., 


GESTANIN 


1959, 19, 1369) 


the safe oral progestogen 


GESTANIN has all the basic properties of a true 
oral progestogen. It develops a fully secretory 
endometrium and maintains pregnancy without 
masculinisation in female infants or virilisation 


in the mothers. 


INDICATIONS 
Functional uterine bleeding. 
Premenstrual tension. 


Habitual and threatened abortion. 


PACKS 
Tablets containing 5 mg. allylestrenol. 
Bottles of 30 and 100. 


ORGANON LABORATORIES LTD. 


BRETTENHAM HOUSE, LANCASTER PLACE, LONDON, W.C.,2, 
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MOTORING NOTES 


Changes in the 


Home Market 


By JOHN PRESTON 


Ir now seems fairly certain—or as certain as 


anything can be in such a fluctuating business as 


the motor industry and its retail trade—that this 


year will mark the completion of the slow return 


to normality after the artificial conditions 


created by the war 
point of view this means the end of easy selling 
] 


lanutacturer s 


From the n 


times in which the home market was continual 


crying out for cars while the export trade, if 


more variable in its demands on a geographical 
maintained an insistent 


basis, pressure on a 


global basis. What sales energy was necessary 
almost 


enough, the 


in these circumstances applied 
wholly 
years since the war have also been favourable in 
True, 


to wait to get delivery of particu 


was 
to exports. Paradoxically 
have had 
and 
they have often had to put up with different 
the they 


frequently 


they 
] 


lar Cars, 


some ways to motorists 


orde re d 


to) But 


colour schemes from ones 
(indeed, they still 


against this they have enjoyed the benefits of a 


have 


low rate of depreciation because the shortage of 


cars extended to the second-hand market, in 


which prices have been consistently high 
EFFECT OF THI 
The credit squeeze in the Spring, accompanied 


CREDIT SQUEEZE 

by a cut-back in exports to the biggest market, 
the United States, altered the picture drastically, 
and it was not long before the home market 
took on a very different complexion. With 
many more cars available came 
down with a thump, a 
celerated by the fact that many people who had 
cars on order found themselves unable to meet 
the higher initial deposit and shorter repayment 
imposed by the 
purchase regulations. Since they 
to take delivery, their new cars were offered to 
At the time of 
seems to be 


waiting lists 


process that was a 


period more stringent hire 


were unable 


the next men on the waiting list 
writing these notes, the 
settling after a 
following the temporary 
dealers from their retail 
obligations pending the 
1961 models. As a correspondent in 
Financial 
always taken three or 
effects of a tightening of credit terms to 
accepted by the public. He added significantly 
that the motor industry believes that buyers are 


position 
confusion 
Vauxhall 


down period of 
release of 
price maintenance 
introduction of the 
the 
Times pointed out recently, it has 
months for the 
| 


pecome 


tour 


becoming resigned to being offered lower trade- 
in prices for their present cars, which also means 


that second-hand prices have probably settled 
down too, subject to seasonal variations 

The regarded as 
finished for both the motor manufacturers (and 
their dealers) the motorist. The factory 
salesmen are having to exert pressure on the 
dealers to take cars from the assembly lines, and 
the dealers are suddenly having to make some 
effort to sell cars instead of doling them out to 
And the 
motorist, as we have seen, can no longer expect 
high trade-in price for his present 
car. On top of this, his new car drops in value 


honeymoon can now be 


and 


suppliant motorists as a favour 


to receive a 
by a considerable amount as soon as he drives 


it away the 
back to pre-war days all round 


from showroom—in fact, we are 


EFFECT THE G.P 
How does this changing state of home market 
affect the practitioner? The answer depends 


ON 


largely, of course, upon the motoring habits of 
individual who may be divided 
into those who change their cars at 


practitioners, 
roughly 
regular intervals, sometimes as often as every 
twelve months, in accordance with a standing 
charge fixed with the local garage, and those who 
keep their cars for several 
Precise figures are difficult to come by, and they 
obviously vary with the type of car and from 


prefer to years. 


garage to garage, but it is believed that some 
practitioners have been able to arrive at an 
arrangement whereby the difference between 
the price of a new car and the trade-in price of 
the covered by the tax 
This probably applies only 
when the same make and model of car is pur- 
chased year after year. Although this monotony 


of ownership may be regarded with disfavour 


used one is income 


initial allowance 


by many practitioners, it must be remembered 
that it carries with it freedom from worries about 
and neither of 
which need be expected normally in the first 
and above all the 
nagging decisions as to how long a car should 
be kept, when would be the best time to sell it, 


major repairs replacements, 


year of a car’s life, from 


and if so, how much depreciation will have to be 
borne 
TRADE-IN PRICES 

This attractive picture is likely to be marred 
somewhat, however, by the drop in trade-in 
that occurred this summer, and 
practitioners who change their cars regularly 
every year may be in for a surprise when the 


prices has 
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next change falls due. Indeed, many of them 
may have second thoughts and decide in the end 
that the time has come to join the ranks of those 
who keep their cars for several years. Long-term 
ownership has probably been affected to some 
extent by the national health service, which has 
resulted—-at any rate in some practices—1in mote 
surgery less home visiting, 


consultation and 


Fic. 1.—The K.L. lightweight fibreglass luggage 


although this is a point that may be contested 
by some practitioners. Here again it is difficult 
to obtain figures, but it would probably be true 
that the mileage covered by 
practitioners in the their 
The time for major repairs 


to say average 
general 
profession has fallen 
and renewals is therefore not reached so early, 
and the idea of buying a higher-quality car and 
sticking to it takes on a new aspect. It then 
becomes a matter of choosing a make of car that 
has a high re-sale value. A point to bear in mind 
is that it is really worth while fitting 
expensive accessories, like a radio set or loose 
seat covers, to a car if it is intended to keep it 
additions are 
completely trade in 
calculating the trade-in price of a car. Never- 
theless, such accessories add to the pleasure of 
ownership, and this may be regarded as another 
advantage of buying a good car and keeping it 


course of 


only 


because these 


by the 


for some time, 


ignored motor 


in one’s possession for several years 
A final having 
motor trade in its present 


dealings with the 


of shock 


word on 


state and 


PRACTITIONER 


dismay. Some dealers have been so taken out of 
their stride that they are offering ridiculously 
low trade-in prices for good cars in good 
condition. The remedy is always to seek a second, 
third, and if necessary fourth offer for your 
present car in exchange for a new one, and in 
these days of immediate delivery practitioners 
should not hesitate to do so. An acquaintance 
was recently offered £375 for a medium-priced 
six-cylinder car with automatic gearbox as a 
trade-in price for a new {1000 car. He tried 
other dealers, and in each case the price went up 
without any pressure on his part, finally reaching 
£525 from the dealer he actually did business 
with. The thing to remember is that dealers are 

perhaps it would be better 
are anxious to sell cars and 


seeking customers 
to say that they 

ought to be seeking customers, although very 
few of them seem to be doing anything but 
continuing to sit back and wait for the customers 
to walk in. The buyer is free nowadays to walk 
out and get most cars off the peg elsewhere if 
the trade-in-price seems too low. At any rate, 
he can make sure it is the best of several offers. 


CONTRACT HIRE 


Yet another course open to practitioners in these 
changing times is to hire a car on a contract 
basis. Like the arrangement with a dealer to buy 
a new car every year for a fixed sum, contract 
hire carries with it freedom from worry about 
the state of the car market at any given time and 
its effect on depreciation. In addition, the usual 
contract provides for a replacement car to be 
made available at short notice in the event of a 
serious breakdown or damage in an accident. 
The fact that contract hire does not make heavy 
demands on capital is probably of more interest 
to the young practitioner starting his career 
(although he is Jess likely to be able to afford 
it) than to the established man. Contract hire 
also simplifies accounting for income tax 
purposes, but as yet it is usually an expensive 
form of motoring for the average practitioner 
On the other hand, it is a method that may not 
yet have reached its full development, if the 
example of television sets is anything to go by. 
LIGHTWEIGHT LUGGAGE 
Convenience on long journeys is the aim of 
some new lightweight luggage, made of fibre- 
glass, introduced by the Key-Leather com- 
pany. Three sizes are available as well as an 
overnight bag. The advantage of this new line 
is that the suitcases are of such a size that when 
empty each piece can be stowed inside the 
next size, so that they can all be reduced to 
the dimensions of a single case (fig 1). 
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contemporary approach 
to wound therapy ..... 


POWDER AND GREAM 


+ CONTROLS INFECTION by wide range antibiotics 
*& STIMULATES HEALING by selected amino acids 


Bactericidal and bacteriostatic. 

Minimizes risk of developing resistant strains. 
Promotes tissue repair and granulation. 

Active in presence of blood and tissue exudates. 
Non-allergenic. 


Especially va/uable in the trealment of burns, carbuncies, ulcers, and in obstetrics and recta/ surgery. 


FORMULA: Each gramme contains:- 
Neomycin Sulphate 5 mg., Zinc Bacitracin 250 units, 
di-Threonine 1 mg., |-Cystine 2 mg. Glycine 10 mg. 


PRESENTATION: 
Powder 5 & 15 gramme insufflators. 
Cream 5 & 15 gramme tubes. 


TRADE PRICES: 
Cicatrin Cream 5g tube 3/- + P.T. 
15g tube 6/- + P.T. 
Cicatrin Powder 5g insufflator 3/- + P.T. 
15g insufflator 6/- + P.T. 


on: ean Ene purely British Pharmaceuticals 


CALMIC LIMITED, CREWE, CHESHIRE. Telephone CREWE 3251-7 
LONDON: 2 MANSFIELD STREET, W.1. Telephone LANGHAM 8038-9 











An ever-growing list of published evidence confirms Diabinese 
(chlorpropamide) as the oral hypoglycaemic agent offering effectiveness, 
once-a-day dosage, rapid response and maximum safety. 

The main indication for Diabinese is maturity-onset uncom- 
plicated diabetes mellitus of the stable, mild or moderately 

type of patient has 


severe non-ketotic type This 


if 


either not received insulin previously or is adequately 


controlled by less than 40 units of insulin per day. 


Availability 
100 mg. in bottles of 100 and 500. 250 mg. in bottles of 100 and 500 


The average maintenance dose of Diabinese is 100-375 mg daily 
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TRAVEL NOTES 


Peace among the Harz Mountains 
By PENELOPE TURING 


COMPARATIVELY few British visitors have as yet 
discovered the Harz Mountains which lie south- 
east of Hanover; yet this area of hill and forest 
(fig. 1, 2) comprises some of the fairest country in 





The Harz in winter 


Fic. 1 


Germany. The winds blow softly across mile 
after mile of pine-covered heights, moors and 
valleys where the mountain streams splash and 
tumble like silver filigree and wild foxgloves 
make a haze of mauve in summer. It is a timeless, 
remote land of untamed nature 
and eerie legend 

From time immemorial the Harz 
believed that their witches flew to the Brocken 
May Day the 


and though 


bird and beast 
people 


mountain on the eve of 
Walpurgisnacht of Goethe's Faust 
the tales are told now with a smile 
in the mountains may still sense a shadow of 
the supernatural 

As a holiday district this is country for the 
good), the 


a wanderer 


motorist (the roads in general are 
walker, trout fisherman and connoisseur of the 
unspoilt, and in winter it has much to offer the 
skier who prefers to avoid the more famous and 


sophisticated centres 


GOSLAR 


Nor 1s the country without history, especially 
in Goslar, an ancient city at the northern foot of 
the Harz 
couple of nights in Goslar, and with a car it can 


The town 


Every visitor should spend at least a 
i 


be a good centre for a whole holiday 
was founded more than a thousand years ago by 
the Emperor Henry I, 
later joined the Hanseatic League and became a 


and four hundred years 


Silver mines beneath the 
brought 


free Imperial City 
neighbouring 
prosperity, and until the middle of the 16th 
centre 


fortified 


Rammelsberg Goslar 


century it was an proud, 
wealthy, standing 
Imperial treaties, the commerce of well-to-do 


important 


within its walls 





burghers, mining, agriculture, old wars and a 
working compromise with life which serves as 
peace—all are in the air of Goslar. Today it 
remains a mediaval town but with plenty of 
modern life and business going on. There are 
streets of magnificent old timbered houses built 
by the merchants—and modern shops which 
suffer by comparison 

In the centre is the Rathaus (fig. 3) built 
between the 12th and 17th centuries, and con- 
taining the famous Homage Hall panelled with 
a wonderful series of late mediaeval paintings of 
the life of Christ. This is one of Goslar’s chief 
Others are the Imperial Palace, the 
poignant pieta in St. Jacob’s church—one of the 
finest German carvings of about 1500—and 
the seven-hundred-year-old Imperial 


treasures 


eagle 


which crowns the fountain in the market place 

All these are worth seeing, and one can also 
halt for refreshment in the Ratsweinkeller under 
There is a great fascination, too, 


the Rathaus 


Fic. 2 


A typical summer scene in the Harz Mountains 


in simply wandering through the streets, and 
sometimes the famous things 
intriguing sidelight on the past. The long, two- 
storied Imperial Palace has lain above the town 
like a lion couchant for more than nine hundred 
years, but it has altered with the centuries and 
1800's when a series of 


least give an 


was restored in the 
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heroic paintings were added. It is fashionable 
to sneer at the exuberance of this type of picture, 
but I always find them wonderfully evocative of 
a romanticism which is as remote from our age 
as the witches on the Brocken 

It is several years since | stayed in Goslar, 
but extremely comfortable at the 
Niedersachsischer Hof Hotel. It 
young lady remarked to me, a delightful view of 
the boast other 
things as well 


I was then 
has, as one 
but it might 


food 


railway station, 


good and service, and 


pleasant rooms 


MOUNTAIN RESORTS 
If you prefer to stay in the mountains there is 
Members of B.A.O.R 
Harzburg trout in 


choice 
may Bad 
rocky pools of the Radau higher up the valley, 
for this was a British Army 
immediate post-war years. It is 


quite a wide 


remember and 
leave centre in the 
now a clean, 
cheerful little spa with neat parterres and wind- 
ing paths leading upwards into the clear pine- 
scented air. There are, too, many small towns 
and villages scattered through the mountains 
Hahnenklee-Bockswiese, Altenau, St 
berg, Braunlage, and a dozen more 
ideal for walking holidays or as 
night stops for the motorist 
clean, simple hotels and pensions 

The the chief 
sports resorts of the Harz. Hahnenklee 
ing feet, 
toboggan runs, and is equipped with instructors, 
and hockey rinks 
Altenau has ski jumps, a ski hoist, instruction 
and tobogganing, and heights up to 3000 feet 
St. Andreasberg has a cable railway, hoists and 
much the same facilities as Altenau. Braunlage 
is by far the ski-ing with a 
number of hotels and a full complement of 
rinks, and hoists; its 
maximum ski-ing height is about 3,150 feet 
All these places are, of course, very simple 


Andreas- 
These are 
one- or two- 
small places with 
four named are also winter 
has ski- 
slopes up to 2,500 bobsleighing, 


skating, ice and curling 


largest centre 


instructors, ski jumps 


compared with the famous Swiss, Austrian or 
Bavarian they do not 
possess great but for mid-winter 
holidays they have the charm of being still un- 
spoiled by the levelling international process. 


winter resorts, and 


altitudes 


THE HARZ IN SPRINGTIME 

I first visited the Harz in early April. The ski- 
ing season was over but the sheath of winter 
remained, and the country looked extraordinarily 
beautiful. Trees and ground were still covered 
with snow and the sun, gaining power, fringed 
them with sparkling drops. I shall always re- 
member the almost palpable silence, broken by 
an occasional ‘ plop ’ as a load of snow fell from 
the branches. Most 
atmosphere of peace, but this is particularly 
strong in the Harz, for there are few terrifying 
heights. 

Perhaps, too, the quiet of the natural order of 


mountains possess an 
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life is emphasized by the anomalies which man 
The iron curtain lies right across 
the mountains, dividing families, and 
had been neighbours for cen- 
transparent but impenetrable 
barbed wire and land. 
who into conversation the 
will have a simple 
revelation of the tragedies of partition, for there 
who have 
across 


has created 
farms, 
villages which 
turies, by a 
barrier of no-man’s 
Anyone 
country 


gets with 


people sudden, 


are few of them not got parents, 
the The 


Brocken, highest point of the Harz, is in East 


brothers or cousins border. 


re 


Fic. 3.—The Rathaus, Goslar 


Germany. The eye can travel unhindered with 
the mountains, but the people who live on its 
slopes are as remote from the west as if they 
were in Siberia 
LOCAL DISHES 

These are for healthy, outdoor appetites rather 
than to tempt the palate of the gourmet, but they 
are worth a little courage in sampling. There is a 
large, rich sausage known as Harzerschmorwurst 
which by local custom should be covered with 
sauerkraut before being cut, as it is liable to 
burst when pierced. Rather more interesting 
is the local cheese, strong and dark, and eaten 
on black bread spread with goose fat. I like it, 
but the smell is of the kind immortalized in the 
limerick about the young man from Calcutta 


There are direct trains from Hook of Holland to Goslar 
or Bad Harzburg. The journey from London to Goslar, via 
Harwich and the Hook takes 20 hours; return fares: Ist 
class {19 15s., 2nd class £15 4s. By air the flight from 
London Airport to Hanover takes 3 hours, tourist return 
£29 14s. The train journey from Hanover to Goslar is 
about 14 hours 
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. * 
Viacutan BURNS—LEG ULCERS— 


(Methargen) DEEP BEDSORES— 


Tulle WOUNDS 


HVIACUTAN TULLE 
fo r an open-mesh cotton gauze impregna- 


ted with Viacutan in a polyethylene 


f glycol base. 

a S C e r a non-adherent, non-greasy, antiseptic 

tulle. 

2 

h | Viacutan is an organic silver com- 
e a j Nn g pound virtually free from irritant or 
sensitising effects on the skin. It is 
Included in the Drug Tariff. effective, even in the presence of serum, 
July 1960 against gram-positive and gram-nega- 
tive bacteria. It penetrates into the 

skin. 


se lver dinaphthylmethane disulphonate. 
Packs—boxes of 10 and 30 pieces. 


Conotrane 


(Penotrane/Silicone Cream) 


Antiseptic penetration and mechanical protection 
to speed healing for 


PRESSURE SORES 


bedsores and plaster sores. 


SKIN MACERATION AND IRRITATION 


napkin rash, preputial skin in prostatic dribbling, vulval skin 
in female incontinence, skin around cystostomies, enterosto- 
mies, external fistule and sinuses. 


CONOTRANE contains 0.05% phenylmercuric dinaphthyl- 
methane disulphonate and 20% silicone. 
Packs—jars of 60, 200 and 500 gm. 


Samples and literature available on request 
WARD, BLENKINSOP & CO. LTD. 


FULTON HOUSE, EMPIRE WAY, 
WEMBLEY, MIDDX. 
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PALF | U VI for intractable pain 


(M.C.P.875) 
Singularly more effective and less toxic than 
morphine and equally effective by oral or parenteral 
routes. Does not cloud consciousness nor reduce 
mental activity. It does not cause constipation. 
* fastest acting analgesic now available.” 
(Anesth. & Analg., 1959, 38, 14.) 


F E M E R | TAL in primary dysmenorrhoea 


Specific uterine antispasmodic with effective 
analgesia. This combination of dibutamide with 
phenacetin, salicylamide and caffeine in FEMERITAL 
has given satisfactory response in over 75% of 
more than 1,000 cases in clinical trials. 

Free from side effects in the circulatory and 
gastro-intestinal systems. 


BISLU M l NA in dyspeptic pain 


A preparation containing an entirely new bismuth 
salt, the most efficient yet discovered for the 
treatment of peptic ulcer and allied dyspeptic 
disorders. 

Sustained antacid action and complete pepsin 
inactivation; provides rapid symptomatic relief 
and protection of the inflamed mucosa. 
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Further literature on these products gladly sent on request. 


M.C.P. Pure Drugs Ltd., 


STATION WHARF, ALPERTON. MIDDLESEX. TELEPHUNE: WEMbley 119%. 





BRIDGE NOTES 


The Swing of the Pendulum 
By E. W. DENHAM ann M. A. FREESTONE 


One evening Dr. Bentinck and Dr. (dipus 
were partners when the latter was playing the 
following deal:—East/West 
North 
(Dr. Bentinck) 
@6432 
VA 
@90632 
@AKIJ tc 


Game 


South 
(Dr. CEdipus) 
A 10 
VY 10904 
@KQJ ie 
#0632 
Dr. Bentinck had opened the bidding with 
1 club, and Dr. Gdipus had bid 1 diamond. 
Dr. Bentinck with his bare opening values bid 
2 diamonds, but Dr. CEdipus felt that with his 
ten points he should make a further try with 
2 no-trumps. Dr. Bentinck then raised the bid 
to 3 no-trumps—on his confidence that Dr. 
(Edipus’ skill in playing was worth a trick! 
Scalpel led the 8 of spades. This was over- 
taken by Forceps’ Queen and (dipus played the 
10. Forceps led the 5 of spades, on which 
(Edipus played the Ace. He played out the King 
of diamonds, which held. He followed with the 
Queen, which Forceps overtook with the Ace, as 
he had noted that his partner was then void 
Forceps pondered for a while and returned 
(Edipus’ diamond lead 
Dr. (Edipus went into a trance before, fol- 
lowing his diamond trick, he led a club. None 
of this suit had He played 
dummy’s King, returned to his own hand with 
a diamond, and led another club. He did not 
finesse, but without any hesitation played the 


been discarded 


Ace, dropping the Queen from Mr. Forceps 


The contract was thus made with a heart, a 
spade, three diamonds and four clubs 

Dr. Bentinck was puzzled. He asked, ‘Wh 
Forceps, didn’t you lead a heart when you had 
the chance? And why, (dipus, did you play 
for the drop in clubs, and so confidently? 

Dr. (£dipus explained, 


have a spade or he would have led it 


Forceps could not 
The 
obvious lead then was a heart. But as a diamond 
was led I played for the drop in clubs. Correct 
me if I am wrong, Forceps, but I read it this 
way. You reasoned that if I had the King of 
hearts the home 
played. But if I did not have it, and you led 
a heart, I would be more likely to play for the 
clubs to drop. If, however, you allowed me to 
keep the heart stop I could afford the finesse. 
The only reason I could see why you wanted 
me to finesse was that you had the Queen 
covered only once. Therefore, although I took 


contract was however you 


the automatic precaution of playing the King 
of clubs first, I intended playing for the drop’. 
Mr. Forceps remarked ‘Your reasoning was 
quite correct, but I think I should have suc- 
ceeded against many players’. 
Later in the evening it fell to Dr. Bentinck to 
play the following deal in 6 spades:— 
North 
(Dr. CEdipus) 
@AK? 


/ 


West 
Ir. Forceps) 
kK Q6 
760673 


9 
KQ)4 


(N 
o 
v 
J 
+ 


(Dr. Bentinck) 
@ 1086542 
VAss4 

@A 
i098 


North South vulnerable. 
North 


Bidding 


East South 


1¢ 2 
4 N.T. (Blackwood) Pass 
6¢ oe 

Mr. Forceps led the King of clubs, which 
was ruffed on the table with the 7 of spades. 
Dr. Bentinck led to his Ace of diamonds. His 
next lead was a spade to dummy’s Ace, which 
everybody followed. Hoping to clear trumps 
Bentinck led the King, but Forceps did not 
follow. Bentinck’s only hope now was discard- 
ing on the diamonds. However, Scalpel ruffed 
after Bentinck had discarded only one of his 
losers. A loser was discarded on the 
ruffed diamond but the contract was two down. 

Bentinck remarked inquiringly to his partner: 
I suppose I was just beaten by two pieces of 
bad luck—the bad break in trumps and the 
fact that Scalpel had not got five 
diamonds or at least four of them’ 

But Dr. (£dipus replied, ‘I think I must 
differ from you on both points. As Scalpel held 
three trumps the odds that he held most of the 
remaining diamonds were naturally reduced. As 
for the actual play of the hand you should have 
made the contract. You played correctly up 
to when you led to dummy’s Ace of trumps. 
But when both opponents played a trump you 
knew there were only two left and that you 
could afford to lose a trick to one of them. 
Your next lead therefore should have been the 
King of diamonds for a club discard. You 
should have followed with the Queen of dia- 
monds, which Scalpel presumably would ruff, 
but in any case you would discard your last 
club. Nothing could then have prevented your 
taking the lead, removing the remaining trump 
with the play of dummy’s King, and running 
off the remaining master diamonds’. 


sec ond 


Forceps’ 
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Better treatment for 


muscle pain 
6 


.  &4 yo 
No 8% ay" 
\ 


>a, 


4g 


muscle strains and pains 
arm muscle spasm 

leg muscle spasm 

back pain 

acute torticollis 

sciatica 


* Norflex * 
A positive approach to skeletal muscle spasm 


NOMIPILE) 


Composition 


removes the cause of pain and 
hastens recovery 
by relaxing only the muscle in spasm 


C RIKER ) Riker Laboratories Limited Loughborough Leicestershire 
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APPROVED NAMES 


The following is a list of the approved names which have been issued by the British Pharmacopaia 
Commission since October 1959 


Approved names are devised or selected by the British Pharmacopwia Commission, and the intention 
is that if any of the drugs to which these approved nane: are applied should eventually be described in 
the British Pharmacopeia the approved name should be its official title. The issue of an approved name 
does not imply that the substance will necessarily be included in the British Pharmacopeia or that the 
Commission is prepared to recommend the use of the substance in medicine. 


Approved name 
ALLYL@STRENOL 
AMPHOTERICIN 


BAMETHAN 
BEN DROFLUAZIDE 
BENZONATATE 


BENZTHIAZIDE 


CARBOLONIUM BROMIDE 
CARISOPRODOL 


CETYLPYRIDINIUM 


CHLORIDE 


CHLORMIDAZOLE 
CHLORPHENOXAMINE 


CHLORZOXAZONE 
CINNARIZINE 


CYCLANDELATE 
CYCLOPENTAMINE 
CYCLOPHOSPHAMIDE 


DEMETHYLCHLORTETRA- 


CYCLINE 


DEXTROPROPOXY PHENE 


DIETHYLPROPION 


DIMETHOXANATE 


DIPHENADIONE 


DIPHENOXYLATE 


DISULPHAMIDE 


Description 

174-Allyleestr-4-en-178-ol 

Polyene antibiotics isolated from a strain of 
a Streptomyces species, referred to as 
Streptomyces nodosus (Specific substances 
are designated by a terminal letter; thus, 
Amphotericin B) 

2-n-Butylamino-l-p-hydroxyphenylethanol 

3 - Benzyl! - 3 : 4 - dihydro - 7 - sulphamoy] - 
6 - trifluoromethylbenzo - 1 : 2 : 4 - 
thiadiazine 1 : 1 - dioxide 

2 - (w - Methoxypolyethyleneoxy) 
p-butylaminobenzoate 


ethyl 


3 - Benzylthiomethyl - 6 - chloro - 7 - 
sulphamoylbenzo - 1 : 2 : 4 - thiadiazine 
1 : 1 - dioxide 
Hexamethylenebis bro- 
mide) 


(carbamoylcholine 


- Carbamoyloxymethyl - 2 - N - 
propylcarbamoyloxymethylpentane 
- Hexadecylpyridinium chloride 


1 - p - Chlorobenzy] - 2 - methylbenzimidazole 


1 - p - Chlorophenyl - 1 - phenylethyl 
2 - dimethylaminoethyl ether 
5 - Chlorobenzoxazolin - 2 - one 
- trans - Cinnamyl - 4 - diphenylmethyl- 
piperazine 
3: 5 - Trimethyleyclohexyl mandelate 


- Methylamino - | - cyclopentylpropane 


- [Di - (2 - chloroethyl) amino] - 1 - oxa - 
3 - aza - 2 - phosphacyclohexane 2 - oxide 
- Chloro - 4 - dimethylamino - 1 : 4a: 5: 
sa :6:11 : 12a - octahydro - 3:6: 10: 
12 : 12a~-pentahydroxy-1 : 11 - dioxo- 
naphthacene - 2 - carboxyamide 

Replaces the approved name Propoxyphene 


x-Diethylaminopropiophenone 


2 - (2 - Dimethylaminoethoxy)ethyl pheno- 
thiazine - 10 - carboxylate 

2 - Diphenylacetylindane - 1 : 3 - dione 

Ethyl 1 - (3 - cyano - 3 : 3 - diphenyl- 
propyl) - 4 - phenylpiperidine - 4 - 
carboxylate 

5 - Chloro - 2 : 4 - disulphamoyltoluene 


Other names 
Gestanin 


Vasculit is the sulphate 
Aprinox; Centyl; Neo- 
naclex 


Tessalon 


Fovane 


Clorevan is the hydro- 
chloride 


Cyclospasmol 


Ledermycin 


Doloxene is the hydro- 
chloride 


Tenuate is the hydro- 
chloride 


Disamide 
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Approved name 
GUANETHIDINE 
HEPTABARBITONE 


ISOCARBOXAZID 


ITRAMIN 
METHANDIENONE 


TOSYLATE 


METHDILAZINI 


METRONIDAZOLE 


NEALBARBITONI 
NIALAMIDI 


PAROMOMYCIN 


PHENAZOCINE 


PHENCYCLIDINI 


PHENETHICILLIN 


PHENIPRAZINE 


PHENIRAMINI 


PHENPROCOl 
PRALIDOXIME IODIDE 


MON 
PYRROBUTAMINE 


SALAZOSULPHADIMIDINEI 


SODIUM 


ANOXYNAPHTHONATE 


SODIUM IPODATI 


SPIRONOLACTONI 


SULPHAPHENAZOLE 


SULPHINPYRAZONE 


TETRABEN AZINE 


TETRAHYDROZOLINI 


THIOPROPERAZINI 


TRIMUSTINE 
TRIPARANOL 
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Description 


1 - (2 - Guanidinoethyl) azacyclooctane 

5 - Ethyl - 5 - cyclohept - 1’ - enylbarbituric 
acid 

3 - N - Benzylhydrazinocarbonyl - 5 - 
methylisooxazole 

2-Nitratoethylamine toluene-p-sulphonate 

17% - Hydroxy - 17% - methylandrosta - 1 
4 - dien - 3 - one 

10 - (1 - Methyl - 3 - pyrrolidinylmethyl)- 
phenothiazine 

(2 - Hydroxyethyl) - 2 - methyl - 

nitroimidazole 

5 - Allyl - 5 - neopentylbarbituric acid 

N - (2-Benzylcarbamoylethyl) - N 
isonicotinoylhydrazine 

An antibiotic produced by Streptomyces 
rimosus forma paromomycinus; D-Gluco- 
saminedeoxystreptamine D-ribosedi- 
aminohexose 

2’-Hydroxy-5 : 9-dimethyl-2-phenethyl-6 
7-benzomorphan 


1-(1-Phenylcyclohexyl) piperidine 


6 - (x - Phenoxypropionamido) penicillanic 
acid (1-Phenoxyethy]) penicillin 


4-Methylphenethylhydrazine 


Dimethylamino - 1 - phenyl - 1 - 2’ - 

pyridylpropane 

4 - Hydroxy - 3 - (1 - phenylpropyl)coumarin 

Picolinaldoxime methiodide 

1 - (4 - p- Chloropheny! - 3 - phenylbut - 2 - 
enyl) - pyrrolidine 

4’ -(4: 6 - Dimethylpyrimidin - 2 - ylsulpha- 
moyl) - 4 - hydroxyazobenzene - 3 - 
carboxylic acid 

- anilino - 8 - hydroxy - 1: 1° - 

- trisulphonate 


Sodium 4’ 
azonaphthalene - 3 : 6 : 5 


(2 - 


Sodium 8 - (3 dimethylaminomethyl- 


enamino-2 :4:6-tri-iodophenyl) propionate 

8 - (7% - Acetylthio - 178 - hydroxy - 3 - 
oxoandrost - 4 - en - 17% - yl)propionic 
acid lactone 
- p - Aminobenzenesulphonamido - 1 - 
phenylpyrazole 

2 - Diphenyl - 4 - (2 - phenylsulphinyl- 

ethyl)pyrazolidine - 3 : 5 - dione 

3 - isoButyl- 1 :2:3:4:6:7- hexahydro - 
g : 10 - dimethoxybenzo [a] quinolizin - 
2- one 

2-(1:2:3:4- Tetrahydro - 1 - naphthyl)- 
imidazoline 

2 - Dimethylsulphamoyl - 10 - [3 - (4 - 
methylpiperazin 1 - yl) - propyl] pheno- 
thiazine 

Tri - (2 - chloroethyl)amine 

2-p-Chlorophenyl - 1 - (p - diethylamino - 
ethoxypheny]) - 1 - p - tolylethanol 


Other names 


Ismelin is the sulphate 
Medomin 


Marplan 


Dianabol 


, Flagyl 


Censedal 
Niamid 


Humatin and Pargonyl 
are the sulphates 


Narphen 


the hydro- 


Sernyl is 
chloride 

Broxil is the potassium 
salt 

Cavodil is 


chloride 


the 


hydro- 


Marcoumar 


Coomassie Blue 
Biloptin 


Aldactone 


Orisulf 
Anturan 


Nitoman 


Tyzanol is the hydro- 
chloride 


Trillekamin 
Mer-29 
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Investment in Plaquenil 
provides for the 


rheumatoid arthritic 
MAXIMUM BENEFIT at MINIMUM RISK 


70% of rheumatoid patients are showing major 

{ 
improvement with anti-malarial drugs. Plaquenil P| A Uj E N | i 
not only produces this improvement, but when Regd 


compared with other potent anti-rheumatic 


Hydroxychloroquine sulphate. 200mg 
drugs, demonstrates the lowest incidence of Para Me 
Ingredient cost of an average week's 

toxic effects treatment (2 tablets daily): 6/4d. A 


MOBILITY IMPROVES WITH PLAQUENIL 


BAYER PRODUCTS, Division of Winthrop Group Ltd, SURBITON-UPON-THAMES, SURREY 
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A NEW PRODUCT ) 
ANNOUNCEMENT { 


‘STELADEX’ 








a combination of ‘Stelazine’ (trifluoperazine), with ‘Dexe- 
drine’ in ‘Spansule’ form, is designed to meet the widest 
requirements of therapy for obese patients with the best 
resources now available to medicine. 


*Steladex’ curbs the patient's appetite all day long with one 
morning dose 

suppresses any psychoneurotic factors that may underlie the 
obesity 

alleviates the stresses of dieting, leaves the patient composed 
but alert. 


SMITH KLINE & FRENCH LABORATORIES LTD 
Welwyn Garden City - Herts 


Each ‘Steladex Spansule’ contains trifluoperazine 2 mg., and dexamphetamine sulphate 10 mg. 


SSTX:PA150 *Steladex', 'Stelazine’, ‘Dexedrine’ & ‘Spansule’* are trade marks. *Brit. Pat. Nos. 715305, 742007 
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Nothing 
J 
is 
too much for your little boy. How fast he grows—perhaps too 
fast for you. But you are sensible. You teach him to 
follow your example. You give him hot Horlicks every 
night at bedtime because you know that it helps to 
bring him the sound sleep that he needs. 
Every day he gets bigger, stronger; and before you 
realize what is happening he is ‘‘grown up.”’ 
Horlicks is part of a mother’s love. Unworried, you 
can watch him grow in health and happiness. Your 
child’s trust is in you. 


HORLICKS 


THE DRINK THAT EVERY CHILD DESERVES 


Now also available in chocolate flavour 













FOR 

} =p JO} 5g FD 
LIKE 
THESE 


. for your chronic bronchitics the 12 
hours’ sustained action of a Single Dose of 
ASMAPAX’ brings relief, ensuring a good 


night's sleep or a full day’s work. 


A Nicholas Product 


IN CHRONIC BRONCHITIS 


« 
asmapax’ has prove l its value 


t 12 HOURS’ BRONCHODILATATION FROM A INGLE DOSE 
2 Sustained optimal blood levels 

3 One dose instead of t.d.s. medication 

4No forgetting of conventional t.d.s. dosage 


5 Fewer side effects. 


LONG-ACTION 


smapax 


bonded ephedrine 


iS DESIGNED 
TO HELP DOCTORS 
LIKE vou 


Dosage 
Adults: 1 or 2 tablets on 1 
Children: According to age 


Basic N.H.S. Cost 


Formula: Ephedrine resinat 
65 me. theophy 
150 mg. bromva 
1) mg. meq 


Commonwealth resources for British Medicine 


ASPRO-NICHOLAS LIMITED 


Ethical Pharmaceutical Division 


* trade mark 


SLOUGH - BUCKS - ENGLAND 147 
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OF drops em» EAR WAK 


Cerumol avoids discomfort to the patient, inconveni- 
ence to the doctor and saves time for both. 

Cerumol is now routinely used in most hospitals and 
general practices throughout the country. 

Satisfactory results confirm that it is the most efficient 
agent yet introduced for the purpose and that it is 
exceptionally reliable and safe. 

In 10-30 minutes the softened or disimpacted wax can 
usually be wiped out with a probe tipped with cotton 
wool, or by gentle syringing. 

Patients can readily be instructed to instil the drops 
themselves and, in many cases, the loosened wax will 
run out of its own accord, rendering further attendance 
at the surgery unnecessary. 


CERUMOL 


Regd TRADE MARK 


Active constituents per 100 ml. 


p-dichlorbenzene B.P.C, 2G. 
Benzocaine B.P. 2.7 G. 
Chlorbutol B.P. 5 G, 
Ol. Terebinth B.P. 10 mi, 


Pack for surgery use—dropper vial. Basic N.H.S. 
Cost 2/8. Hospital Pack—2 oz. bottles. 


MICRYSTON 


REGD TRADE MARK 


OESTRONE Micryston, microcrystalline hormones in isotonic 
aqueous suspension for intramuscular injection, com- 
TESTOSTERONE 0 bines the advantages of implants with those of oily 
solutions by providing gradual hormone release without 
PROGESTERONE irritating side effects or allergic reactions. 
Basic N.H.S, Price 
Micryston O¢cestrone (2 mg ml.) 15/- 
All Micryston suspensions Micryston Testosterone 
are issued in 8 mil. 15 mg methyl-testosterone/ ml. 15/- 
rubber-capped vials: Micryston Progesterone (12.5 mg/ml.) 22/6 


Literature and sample will gladly be supplied to the medical profession on request. 


LABORATORIES FOR APPLIED BIOLOGY LTD 





91, AMHURST PARK, LONDON, N.I6. TEL: STAmford Hill 2552/3 





Powerful oral progestogen 


wt. for wt. at-least as poter 
as intramuscular progesteron 
many times more active and 
oe cheaper t 


per to use than ethistere 





progestogen 





THIS CHILD’S 


may depend on 


the safety of 
‘Distaval’ 


Consider the possible outcome in a case such as this—had the bottle 
contained a conventional barbiturate. Year by year, the barbiturates 
claim a mounting toll of childhood victims. Yet today it is simple 
enough to prescribe a sedative and hypnotic which is both highly 
effective ...and outstandingly safe. ‘Distaval’ (thalidomide) has been 
prescribed for nearly three years in this country, where the 
accidental poisonings rate is notoriously high; but there is no 

case on record in which even gross overdosage with *“Distaval’ has 


had harmful results. Depend on the safety of 


‘DISTAVAL 


TRADE MARE 


DOSAGE ight-time 4dults: 50 mg.—200 mg. at bedtime 
ts and children: 25 mg.—100 mg. 


25 mg. two or three times daily. 
s and children: Half to one 25 mg. 
et, according to age, one to three times 
REFERENCES ‘Distaval’ f 25 mg. thalidomide). 
Practitioner, 1959, 183, 57. Basi ost to 1/- for 12 tablets from dispensing pack 
J. clin. exp. Psychopath., 1959, 20, 243. of 10 
J. Coll. gen. Pract., 1958, 1, 398. 
Brit. med. J., 1959, 2, 635. ‘Distaval’Forte (tablets of 100 mg. thalidomide). 
Med. Wid. (Lond.), 1960, 93, 26. Basic cost to N.H.S.—2/8d. for 12 tablets from dispensing pack 
Brit. J. Pharmacol., 1960, 15, 111, of 100 


aay THE DISTILLERS COMPANY (Biochemicals) LIMITED 
BROADWAY HOUSE, THE BROADWAY, WIMBLEDON, LONDON, S8.W.19 
Telephone: LIBerty 6600 


Owners of the trade mark ‘Distaval’ 
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TWO SYMPTOMS 
ONE CONDITION 


parstelin 


* Antidepressant and tranquillizing activity 


nas ngle tablet 
simple, twice-daily d¢ 


tin 1-3 days 


now available 


t 
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GASTRIC ACID 
SECRETION 
BACK TO NORMAL 

WITH 


NACTON 


REGD. TRADE MARK 


NACTON GIVES RELIEF FROM PAIN IN 
PEPTIC ULCER AND HYPERACIDITY 


* 50%—75% reduction of gastric acid secretion 
* Activity prolonged for as much as 8 hours 
* Selective action 

* No disturbing side effects 


Each Nacton tablet contains 2 mg. of (1-methyl-2- 
pyrrolidy!) methyl benzilate methylmethosulphate. 


13 Ey 
a A NACTON is a product of British Research 


"4. at BEECHAM RESEARCH Laboratories Ltd. 
Brentford, England 
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now prescribable on 


Carbonet, the original Water Soluble Base Dressing, which has been used 
with increasing success in hospitals for 3 years, is now in the Drug Tariff 
and can be prescribed on form E.C.10. 

Carbonet is now being supplied in a significantly improved form. 
Improved Carbonet is made from multi-filament rayon gauze of finer mesh. 
This is smoother and free from the stray fibrils found in the weave of 
cotton-mesh dressings. These fibrils sometimes adhere to granulation 


tissue causing trauma when the dressing is removed. 


A magnified picture of the cotton mesh Shown on the same scale, the new 
fabric originally used for Carbonet multi-filament rayon gauze of improved 

Carbonet has a finer, more even and 
smoother weave. No long fibrils are seen 


and now customarily used for paraffin 
gauze and similar dressings 


Improved Carbonet is impregnated with polyethylene glycol mass which is 
non-greasy and less sticky than soft paraffin. Any residue is easily removed 
with water. Being hydrophilic, Carbonet discourages maceration, keeps 


the wound clean and permits natural healing. 


' CARBONET 


NON-ADHERENT, WATER SOLUBLE BASE DRESSING 


& 


Availability ; Tins of 10 and 30 pieces 3f inches square 


0 | Smith & Nephew Limited 
WELWYN GARDEN CITY ' HERTFORDSHIRE 
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INSOMNIA and PAIN 





An Invitation to all 
GENERAL PRACTITIONERS 


Fave" RABLE comment from those physicians who 
have evaluated our new tablet HYDRATENE 

prompts us to offer supplies to General Prac- 

titioners for clinical trial in their own practice. 


HYDRATENE Tablets combine long proven 
Chloral Hydrate with the analgesic advantages of 
Paracetamol. In the complex the pungent odour 
and bitter taste of the Chloral are markedly 
reduced and it is offered as a less toxic alternative 
to the barbiturates, especially suitable for children 
and the older patient. 


Doctors wishing to take part in this wide scale 
personal trial can be assured that, if desired, their 
findings will be treated in strict confidence, 


Please write to: 


COATES e COOPER qT, LTD. 
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In the topical treatment of 


Varicose Ulcers 
Bed Sores 
Napkin Rash 


st 


its 
Se 
af 
AN 
Sa 

7 
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MORHULIN' 


Combining the long- 
established soothing 
and healing properties 
of Cod Liver Oil with 
protective constituents. 


MORHULIN Ointment may 
be used with advantage in 
conjunction with P.O.P. Band- 
ages and pressure dressings, 
and as an adjunct to systemic 
therapy. 


Both Ointment and Powder 
can be usefully employed for 
wounds and skin injuries of 
every description. 


@ Regd. Trade Mark 


3% 
N 


Easily applied 

No objectionable odour 

Minimal Disturbance of dressings 
Does not adhere to the skin 
Promotes rapid granulation and 
Smooth cicatrization 


PRESENTATION Basie jN.H.S. Price 
MORHULIN OINTMENT Tubes 1}oz. 2/5; 
Jars 350 G. 9/- 
MORHULIN POWDER  4o0z. 
Sprinkler Tins 2/5. 


Samples and literature are available on 
request. 


PRIORY LABORATORIES LTD. 


Pyramid Works, 


West Drayton, Middlesex 





ANNOUNCEMENTS 




















for infections 
of the 
mouth and throat 


1B) ALOP-W Ia 


LOZENGES 


DEQUADIN 


STANDAR 
REFERENCE CA 


ON APPLICATION 


tured in England } 
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New simplified treatment 
for threadworm infestation— 


VANQUIN 


SUSPENSION 


biel tn dose therapy 


.* 


SUSPENSION? is available as a pleasant- 
strawberry-flavoured liquid, containing 
equivalent of 10 mg. base per ml., in I oz. 
and 16 oz. bottles 
+ Suspension of 6-dimethylamino-2-[ 2-( 2,5-dimethyl-i- 
phenyl-3-pyrryl ) vinyl]- 1-methylquinolinium embonate 


* TRADE MARK 


IN -1°a OY WATE © ARKE, DAVIS & COMPANY * HOUNSLOW * MIDDLESEX * TEL? HOUNSLOW 2861 
Inc. USA Liability Lid 


WPS-/094 
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Non-depressant 
hypotensive agent 


DECASERPYL 


@ Produces gradua! reduction in blood-pressure; 
sudden marked hypotension does not occur. 


@ Avoids mental depression, drowsiness and fatigue. 


@ Dosage can be raised to hypotensive levels 


NOW IN TWO STRENGTHS 5 AND 10 mg. 


New 10 mg. tablets, coloured pink, for convenience of 
prescribing and administration 


DOSAGE 


Initially, one 10 mg. tablet thrice daily (30 mg. daily) 
adjusted up to 60 mg. or down to 15 mg. daily, if required. 


PACKING AND BASIC N.H.S. PRICE 
White 5 mg. Scored tablets : 
20 8/6; 100......... 42/-; 
Pink 10 mg. Scored tablets : 
2 16/-; 100.. 76/8; 500......... 350/- 


\ 
\ 
\ 
\ 
\ 
\ 
\ 
\ 
\ 
\ 
\ 
\ 
\ 
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For all chloramphenicol prescriptions: 


Paraxin’ 


(in India: Chloramphycin*) 


Capsules, Dragees, Tablet: 

Dry Syrup (Granules) 

Eye Ointment 

Ear-Drops 

Ointment 

Ampoules, for intravenous infusion 
Ampoules, intramuscular 
Suppositories 

New: Solu-Paraxin (i.m.. i.v., s.c.) 


Antibiotic 

with 

constant 
broad-spectrum 
action 


Cc. F. Boehringer & Soehne GmbH 
Mannheim * Germany 
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Linoleic-rich 
Dietary Fat 


While linoleic-rich (vegetable oil) diets are 

believed by some authorities to have possible value in 
the treatment or avoidance of ischaemic heart 
troubles, medical opinion has been, and still is, sharply 
divided about the causes of coronary diseases. 


J. Bibby & Sons Lid. are deeply 
interested in this subject as manu- 
facturers of their product Twirl, 
a natural vegetable oil, carefully 
refined, possessing a high percentage 
of linoleic acid, and containing no 
animal fat. 

Dr. H. Jasperson, head of the 
Research Department of J. Bibby & 
Sons Ltd., has collaborated with 
the well-known authority on fats, 
Professor T. P. Hilditch, C.B.£., 
F.R.S., in the production of a short 
monograph on the facts ascertained 
up to the present about the chemical 


composition of dietary fats and of 


lipids in blood and in atheromatous 
deposits, with a brief summary of the 
medical opinions published to date 
regarding lipids in relation to ar- 
terial disease. This report has been 
published in pamphlet form and, it 
is hoped, may prove of some interest 
to doctors. 

The pamphlet—‘Lipids in relation 
to Arterial Disease’—may be obtain- 
ed by writing to:- J. Bibby & Sons 
Ltd., Department P2. King Edward 
Street, Liverpool 3. If a free sample 
of Twirl is also required, would 
you please mention this in your 


letter. 


J BIBBY & SONS LIMITED, LIVERPOOL 3 
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MORE POWER... _ 


SPECIFICALLY DIRECTED 











‘TLOSON E’ 


BRAND 


PROPIONYL ERYTHROMYCIN ESTER LAURYL SULPHATE 
‘Ilosone’ is an important development in antibiotics. It is the lauryl 
sulphate salt of propiony! erythromycin ester, which has been shown 


to give earlier, higher, more prolot 


iged and more consistent anti- 
‘Ilosone’ has a specific spectrum. and in normal dosage does not 
destroy the colon bacillus. It is supremely safe, causing neither serious 
toxic reactions nor allergic symptoms. In common bacterial diseases 
such as pneumonia. bronchitis, breast abscess, otitis media and many 
other infections, ‘Ilosone’ is eminently suitable for prescribing as a 
first choice oral antibiotic. 


PRESENTATION: 
‘ILOSONE’ 


60cc. bottle with 5cc. spoon. 


* 
A ilhy discovery 


BLI LILLY AND COMPANY LIMITED -: 


*‘PULVULES': 
250mg. 
125mg. 


‘ILOSONE’ SUSPENSION: 
125mg. per 5cc. when prepared. 


BASINGSTOKE 


DOSAGE: 


250mg. every six hours (1Gm. 
daily) increased to 2Gm. daily in 
serious infections. 


Half to two teaspoonfuls or more 
according to age. 


ENGLAND 
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OINTMENT 2 o7., 18 oz. (once or twice daily) 
CAPSULES 20, 90, 500 (one daily on _ rising) 
LIQUID 2 dram (for infants. Three to six drops 
daily) 

Standardised 


ESSENTIAL FATTY 
ACIDS 


of high purity and 
Biological Activity 


for 
ECZEMAS FURUNCULOSIS 
VARICOSE ULCERS AND 
DERMATITIS 
WOUND AND FISSURE HEALING 
Often Helpful in PSORIASIS 


Recent statements 
inhibition b 

that 

that 

proven efficacy 

has been shown beyonc 
depends upon the presence 


capsules and ointment should ised. J rature on request 


INTERNATIONAL LABORATORIES LTD., Dept P.R.2, 205 HOOK ROAD, CHESSINGTON, SURREY 


CONSTANTLY AHEAD in the | 


fight against ASTHMA 


RYBAR experience tells! The Rybar treatments for asthma are the most 
frequently prescribed. Continuous research cannot improve the original 
formula. Rybarvin remains the most reliable and effective treatment. 
RYBARVIN INHALANT brings instant relief from bronchial spasm. 
Attacks are shortened and their frequency reduced. It is equally 
suitable for children. Non-irritant—free from excess acid— 














non-habit-forming. 





RYBAR INHALER RYBARVIN FORMULA 
has been specially de- Pituitary Extract. Posterior 
signed for aerosol Lobe 

therapy. Methyletresine Nitrate 


Both Rybarvin and 
the Inhaler may be 

rescribed on 
N.H.S. Form E.C.10 


Papaverine Hydrochloride 
Adrenaline 


Ethy! Para-ar 








Samples and details of trial 
outfits forwarded on request. 


LABORATORIES LTD. 


TANKERTON «KENT 
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Keep 
in touch 
with 


Murphy VHF Radio Telephones are 
regularly used by Military and Naval authori- 
ties, and in Medical, Police, Ambulance and 

Fire Services, Airport Control and all classes 
of freight and passenger transport operation. 
All over the world, from Hong Kong to 
Holland, and from Sweden to South America, 
more and more people are keeping in 

touch with Murphy. 


murphy Mobile Radio Telephones 


Murphy Radio Limited 5 Electronics Division Welwyn Garden City Herts. 
craeowi 


ST. ANDREWS HOSPITAL, NORTHAMPTON 


FOR NERVOUS AND MENTAL DISORDERS 
President—Tue EARL SPENCER 
Medical Superintendent—-THOMAS TENNENT, M.D., F.R.C.P., D.P.H., D.P.M. 


This Registered Hospital is situated in 130 acres of park and pleasure grounds. Voluntary patients, who are 
suffering from incipient mental disorders, or who wish to prevent recurrent attacks of mental trouble; temporary 
patients, and certified patients of both sexes are received for treatment Careful clinical, biochemical, bacterio- 
logical and pathological examinations. Private rooms with special nurses, male or female, in the Hospital or 
in one of the numerous villas in the grounds of the various branches can be provided 


WANTAGE HOUSE 


This is a Reception Hospital in detached grounds with a separate entrance, to which patients can be 
admitted. It is equipped with all the apparatus for the complete investigation and treatment of Mental and 
Nervous Disorders by the most modern methods; insulin treatment is available for suitable cases. There is an 
Operating Theatre, a Dental Surgery, an X-ray Room, an Ultra-Violet Apparatus, and a Department for 
Diathermy and High-Frequency treatment. It also contains Laboratories for biochemical, bacteriological, and 


pathological research. Psychotherapeutic treatment is employed when indicate 


MOULTON PARK 


Two miles from the Main Hospital there are several branch establishments and villas situated in a park and 
farm of 6s0 acres. Milk, meat, fruit, and vegetables are supplied to the Hospital from the farm, gardens, and 
orchards of Moulton Park. Occupational therapy is a feature of this branch, and patients are given every facility 
farming, gardening, and fruit-growing 


for occupying themselves in fz 
BRYN-Y-NEUADD HALL 


The seaside house of St. Andrews Hospital is beautifully situated in a Park of 330 acres. at Llanfairfechan 
amidst the finest scenery in North Wales. On the north-west side of the Estate a mile of sea coast forms the 
boundary. Patients may visit this branch for a short seaside change, or for longer periods. The Hospital has 
its own private bathing house on the seashore. There is trout fishing in the park 

At all the branches of the Hospital there are cricket grounds, football and hockey grounds, lawn tennis 
courts (grass and hard courts), croquet grounds, golf courses, and bowling greens. Ladies and gentlemen have 
their own gardens, and facilities are provided for handicrafts, such as carpentry, &c 

‘or terms and further particulars apply to the Medical Superintendent (Telephone: No. 34354, three lines, 


Northampton), who can be seen in London by appointment 
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— Diet and antenatal care — 


During pregnancy nutritional deficiencies which may normally pass 
undetected are liable to produce frank clinical symptoms, as all 
demands on the maternal organism are increased. Thus fissures at 
the angles of the mouth may indicate an inadequate supply of 
vitamins of the B complex, particularly riboflavin. Special attention 
to the diet is therefore an important part of antenatal care. 

Marmite yeast extract is a useful source of all known factors of the 
vitamin B complex. It is easily incorporated in the diet, as it can 
be added to soups, stews and other savoury dishes, or spread on 
bread and butter or hot toast, or taken as a drink in hot 


water or milk. 


— MARMITE 


yeast extract 




















MARMITE LIMITED, WALSINGHAM HOUSE, SEETHING LANE, LONDON, €E.C.3 
5712 





The Medical Service of 
The Royal Navy 


Peptic discomfort ? 
Vacancies for Medical Officers 


Candidates are invited, for Short Service 
Commissions of 3 years, on termination 
of which a gratuity of £690 (tax free) is 
payable. Ample opportunity is granted for 
transfer to Permanent Commissions on 
completion of one year’s total service. 
Officers so transferred are paid instead a 
grant of £1,500 (taxable). 

All entrants are required to be British 
subjects whose parents are British sub- 
jects, medically qualified, physically fit 
and to pass an interview. 








Pieasant-tasting, buffered 
antacié by Benger—a Full particulars from: 
conservative, inexpensive 

first line of therapy in THE ADMIRALTY 
peptic ulcer. MEDICAL DEPARTMENT 
Packet of 50—basic N.H.S. | 

QUEEN ANNE’S MANSIONS 


Price 2/-. 
ST. JAMES’S PARK ~- LONDON, S.W.! 





Aluphos is a trade mark 
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SERVICES TO THE 
MEDICAL PROFESSION 


Many thousands of doctors in every part of this country and, recently, 
Australia, have watched surgical and clinical procedures demonstrated 
through the medium of closed circuit colour television, a method ¢ 
demonstration more effective than any other. 


Colour Television is one of several ethical services extended to the medical 
profession by Smith Kline & French Laboratories Ltd. Others include 
Trans-Atlantic Link discussions, symposia, me -dical films and pub slications. 


Details concerning the availability of these services can be obtained from: 
Public Relations Department, 
SMITH KLINE AND FRENCH LABORATORIES LTD 
Welwyn Garden City CTV:PAgo 
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ICIPEN 


in Chronic Bronchitis 


“. . . bronchitis caused the loss of 22 million working 
days among men in England and Wales, representing 
about a quarter of all male sickness incapacity.” 











The usefulness of a high daily dose of penicillin V as a long-term 
prophylactic measure in chronic bronchitis has been demonstrated in 
a recent report*. The number of working days lost was approximately 
halved in the treated group as compared with a control group on 


inert treatment. *Brit. Med. J., 1960, i, 297 


EHNA IAHOMUTATATENTETVAROPUSATUEAEETTSAPPATANOAANE ne s 


= 
= 
3 
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ESPECIALLY SUITABLE FOR PROPHYLAXIS. EACH ICIPEN TABLET 
CONTAINS 300 mg. (0.5 m.u.) PENICILLIN V AS POTASSIUM SALT, 
THE MOST EFFICIENT ORAL PENICILLIN AVAILABLE, THE BASIC 
N.H.S. COST OF ONE DAY'S PROPHYLAXIS, NAMELY, ONE TABLET 
PWICE DAILY IS 1/10d. THIS REPRESENTS A SUBSTANTIAL SAVING 
IN COST COMPARED WITH OTHER ANTIBIOTICS. 


Ssmliltidtdull i444 IWIN LLUALLLULLL {UVUUVULUUUNGHAUOAUOUUU LUAU GORA ASA AR 


a cige n Tablets In packs of 12, 100 and 500. 


Each teaspoonful (5 ml.) contains 150 mg. penicillin 
4 e n Ss ru V as potassium salt. Available in bottles of 30 and 60 
y ml. Basic N.H.S. cost 14/2d. for 16 doses of 150 mg. 


Icipen ts easily remembered, easily written and only one strength of tablet is supplied 


Ph.78 
IMPERIAL CHEMICAL INDUSTRIES LIMITED PHARMACEUTICALS DIVISION WILMSLOW CHESHIRE 
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Miss T. The one in the corner, all sense 
and spectacles. And the favourite patient’s 
favourite drink, the one in the glass in her 
hand?—Lucozade, of course. It has helped 
during the last week of pyrexia, when 
metabolism was disturbed and fluid intake 
a problem. It is helping now as the 
patient starts to recover, but still cannot 








Favourite patient: favourite drink 


take a full diet. Less than a quarter as 
sweet as sucrose, providing 126 Calories 
in one glass, and putting them into the 
blood stream quickly—those are the 
reasons why the doctor too approves of 


LUCOZADE 








Each month it’s the same - but it could be so different 


with  Wyeth’s safe, effective new analgesic 





} 
. 








She doesn’t know what 


you mean by dysmenorrhoea 


To her, monthly pains mean something to be endured, particularly when 
to achieve relief so often means accepting constipation, daytime sedation 
or other side-effects of analgesic treatment. But prescribe Zactirin and you 
paint a different picture. Zactirin is remarkably effective; it is remarkably 
well-tolerated. Zactirin contains Wyeth’s new discovery, ethoheptazine, so 
pure in its analgesic action that soluble aspirin has been added to extend 


still further its range of usefulness. 


Prescribe Zactirin* whenever there is pain and let your patients judge the results. 


-Zactirin 


Bottles of 10 and 100 tablets (each contains 75 mg. ethoheptazine 


citrate plus 325 mg. aspirin in soluble form). 


*trade mark 














H'or 
Ladies 1n 
distress 


Whenever your patients’ lives are complicated by anxiety and 
tension, particularly before and after menstrual periods and the menopause, 
Equanil* will allow you to restore their repose safely and 
reliably. It is the selective, daytime sedative. It relaxes mind 


and muscle without clouding consciousness or impairing judgement. 


Prescribe Equanil for your next ‘lady in distress’ 
" —~ e - 
Tquani 


Bottles of 20 and 250 meprobamate tablets — 400 mg. and 200 mg. (Equanil H.S 


PR.48.10.60 *trade mar? 
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THE BEST 


..and Cow & Gate infant Milk Food 
are the best when natural feeding fails 
Safe, digestible and of unvarying 
composition, they still 1! C h 
selves to subtle modifi 
the needs of the individual 
can be recommended with 
confidence. 
The wide Cow & Gate range also 
includes specially modified foods for 
almost every abnormality and disease 
of infancy, and our latest Medical 
Handbook contains a list of all these 
products. 
Copies of this book of easy re ference, which gives analyses, calorific values 
and dietetic indications may be obtained free on application to:- 
The Medical & Research Department, Cow & Gate Ltd., Guildford, Surrey. 


COW & GATE MILK FOODS 


GUILDFORD - SURREY 
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10 unknown diabetics in every GP’s care... 


The diabetic population of Great Britain numbers almost 

$00,000 — yet only about half of them are known and under 
treatment. Statistically this means that every general practitioner 
has more than ten undetected diabetics in his care. 

These unknown diabetics are at risk. Many already show retinal 
changes and other vascular abnormalities at the time of diagnosis. 
These changes are often irreversible : their prognosis could only 
be improved by early diagnosis and treatment of diabetes. 
CLINISTIX® is the best aid to the diagnosis of diabetes. This simple 
dip-and-read test is specific for glucose: it takes only a few 
seconds, and has the correct sensitivity for significant results 
Every patient whose urine 1s positive to CLINtsTIx should be 
regarded as a potential diabetic 


to detect diabetes 
simply dip-and-read 
Clinistix 


CLINISTIX Reagent Strips are available in bottles of 60 strips. 
UK. Retail Price 6/-, less professional discount. From ell chemists. 


Ames Company (Division of Miles Laboratories Ltd) 
Nuffield House Piccadilly London W1 
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When anxiety, resentment 
or confusion mar old age 





S TELAZINE* 


restores serenity and preserves 
mental acuity in the elderly patient 


Available in 1 mg. tablets in containers of 50 and 500 and 
1 ml. ampoules each containing | mg. ‘Stelazine’, in packs of 
12. For severe mental illness 5 mg. tablets are also available. 
FORMULA: ‘Stelazine’ is 2-trifluoromethyl-10-(3’[1”-methyl 
piperazinyl-4”]-propyl) phenothiazine dihydrochloride. 


AN SMITH KLINE & FRENCH LABORATORIES LTD 
WELWYN GARDEN CITY, HERTS 


SZL:PA70 **Stelazine’ (trade mark) brand of trifluoperazine 
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Working for the Nation’s Children No. 48 


On a Razor’s Edge 


“* Sometimes,” said an Inspector of the 
N.S.P.C.C. recently, “we are called in to 
cases where so much damage has already 
been done that there is much doubt as to 
what action to take. A few weeks ago I 
was told about a young girl who had been 
criminally assaulted and given birth to a 
child. The Authorities concerned were 
worried because they knew her home was 
not too good and they were doubtful about 
letting her go back to it. They asked me if 
I could help, and my first impressions on 
calling at the home were not favourable for 
it was very dirty and the parents seemed 
completely disinterested. 1 expect I was 
a bit forthright with the father who was 
unemployed, for he resented my intervention, 
but his wife was different and in spite of her 
apparent disinterestedness I could see that 
she had affection for her daughter. I told 
her I would try to arrange for the girl to 
come back home if she and her husband 
cleared it up, and I suppose that what I said 
did have an effect for they both made a real 
attempt to put things right and soon were 
able to get the girl and her child back home. 
Dad, I should say Grandad, is very proud 
of his grandchild and I’m rather pleased 
about the case. That girl’s future was on 
a razor’s edge, but I think she will be all 
right now. Whenever I call at the home 
I receive a cordial welcome.” 

Cases like this—an actual case on the files 
of the N.S.P.C.C.—are dealt with frequently 
by the Society: for the scope of the Society’s 
work is very much wider than cases of cruelty 
or gross neglect. If the Society can do 
anything at any time to help children whose 
welfare, happiness or future is in jeopardy, 
it will do so. This vital humanitarian work 
depends on your subscriptions and support. 
Please send your contributions to: 


The Director 


N°S°P°C°-C 
ROOM 103, VICTORY HOUSE, 
LEICESTER SQUARE, LONDON, W.C.2 


The N.S.P.C.C. helped over 100,000 
children last year 


When advising on Wills and Bequests 
remember the N.S.P.C.C. 





PREPARATION 


| 


Nepenthe holds pride of place 
among the many preparations of 
Opium produced over the last 100 
years. Containing all the constit- 
vents of Opium, it does not cause 
the usual unpleasant after-effects, 
and is constantly effective over 
long periods. 

Ac the request o many doctors 
Nepenthe has been produced as : 
sterile solution for parenteral in- 
jection, and both oral and sterile 
solutions can be prescribed with 
complete confidence. Packed in 2, 
4, 8 and 16 oz. bottles and for in- 
jection in oz. rubber - capped 
bottles, sterile, ready for use. 


THE 
SAFEST 
AND BEST 


OF 
OPIUM 





FERRIS & CO LTD. BRISTOL, 


Telephone 9 4314 


TONALIX - MIST. TUSSINFANS 
SEDRESOL OINTMENT - SYROTUS 
SYRUP. PECTORALIS RUB 
LOTIO ZINC. SEDATIVA 








Hyperacidity ? 


hos 


tion: 
50 tablets in 5 rolis of 10 
N.H.S. Price 2/-. 
Also in gel form, 


Aluphos is a trade mark 
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A GENERAL STIMULANT FOR THE 
CENTRAL NERVOUS SYSTEM 


For cases requiring a quick-acting general stimulant without 
increasing the patient's appetite, we consider Amphetone 
unique. It combines for the first time, Dexamphetamine 
Sulphate and Strychnine with Glycerophosphates and 
members of the Vitamin B Group. The Dexamphetamine 
provides the convalescent with an immediate feeling of well- 
being, this being followed by the well-known tonic effects of 
the other medicaments. Clinical reports have been excellent, 
FORMULA Dexamphetamine Sulphate B.P.C., 1/12 grain: 
Strychnine Hydrochloride B.P., 1/60 grain: Calcium Glycero- 
phosphate B.P.C., 2 grains: Sodium Glycerophosphate B.P.C., 
2 grains; Aneurine hydrochloride B.P., | 30 grain: Nicotin- 
amide B.P, 1/4 grain: Riboflavine B.P., 1/60 grain; Syrup of 
Biackcurrant P.8.C., 2 fluid drms.: Water, to |/2 fliud ounce. 
| POISON | | $4 | 


Available in botties containing 10. 20, 40, 80 fluid ounces. 
Basic N.H.S. Price 5/-, 9/-, 16/-, 28/6 each. Exempt from tax. 


In association with J. C. Arnfield & Sons Ltd. 


JAMES WOOLLEY, SONS & CO. LTD., victoria BRIDGE, MANCHESTER 3 


How do 
WaiiaerLlAT FOOT? 


... do you prescribe an external wedge on the shoes? 
BUT the wedges soon wear wpm and very 
f 


often the child is made to feel self-conscious 
because his shoes look different from other 
children’s. 

Surely it’s more logical to have a wedge 
built-in between the inner and outer sole— 
invisible, and compietely unaffected by wear 
or repair of the shoe. That is how Start-rite 
INNERAZE shoes are made; why they are the 
only practical solution to this problem. 
Information from Mr. W. J. Peake, James 
Southall & Co. Ltd., Crome Road, Norwich. 


INVISIBLE 
WEDGE SHOES 
BY START-RITE 


(who make the finest children’s shoes of all types) 
Inneraze Shoes are supplied against medical prescription 
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You can safely 
recommend 


ROBERTSON’S 


SEEDLESS JAMS & SHREDLESS MARMALADES 


ROBERTSON’S make a whole | 
range of seedless jams and :*red- | Mothers, with small babies to 
less marmalades of special interest | 


to those who have to advise on | 


dietary habits. These jams and 
marmalades, well-known for their 
quality and purity, are invaluable 
in the treatment of those suffer- 


ing from gastric complaints. 


feed, will also find them extre- 
mely helpful. Because of their 
carbohydrate content and lack of 
foreign matter, these jams and 
marmalades can be easily and 
comfortably assimilated. 


JAMES ROGERTSON & SONS (PM) LTD PAISLEY MANCHESTER BRISTOL LONDON 


| Have you received your copy of 


MODERN CONTRACEPTIVE TECHNIQUE? 


This manual on contraception has already proved 
invaluable to doctors in advising their patients. It 
presents a concise and compact survey of methods 
commonly used, together with notes on methods which 
have medical approval, and also on others which are 
contra-indicated. You are invited to write for 

your copy now. 


modern 
contraceptive 


technique 





The case against “natural” methods 


Unreliabie and harmful methods of contraception, such as 
“coitus interruptus ”’, are chiefly used because of the slight loss 
of sensitivity experienced with protectives (condoms). This 
problem is now almost entirely overcome by Durex Gossamer, 
a new kind of /ubricated protective. Durex Gossamer is treated 
with Sensitol, a “‘non-wet, non-messy” lubricant which 
substantially increases the level of sensitivity. Samples of 
Durex Gossamer protectives on request. 


LONDON RUBBER CO. LTD. Dept. 304, HALL LANE, LONDON, E.4 
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A 
SUDDEN 


THOUGHT ¢ + a 


Suppose you were — 
the patient ? 





How would you bear the strain financially? This Society 
has a variety of policies that have been specially devised 
to meet the needs of the Medical Profession. 


They specialise in 


Non Cancellable With Profit 


SICKNESS AND ACCIDENT INSURANCE. 
LIFE ASSURANCE. 


PERSONAL PENSION POLICIES. 


When you are buying a car why not ask for details of the Hire Purchase Scheme of our subsidiary company — the 

Medical Sickness Finance Corporation of 7 Cavendish Square, London, W.!. Telephone Museum 9348 

MEDICAL SICKNESS ANNUITY 
AND LIFE ASSURANCE 


Write for particulars, mentioning this advertisement 
SOCIETY LIMITED 


3 CAVENDISH SQUARE, LONDON W.I. 
Telephone Langham 034/ 
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Solprin - Codis - Cafdis 


Contain neutral stable soluble aspirin 


Dissolve 
in water 


SOLPRIN. Dissolves in water to form a 
true solution of calcium acetylsalicylate 
(neutral soluble aspirin). 

Clinical evidence produced over a long 
period of years indicates that Solprin 
is unlikely to irritate the gastric mucosa, 
even in the massive dosage prescribed in 
rheumatic conditions. 

More rapidly absorbed, giving a quicker 
effect. 


coopis. Neutral soluble aspirin with 
phenacetin and codeine phosphate. 


CAFDIS. Neutral soluble aspirin with 
phenacetin and caffeine. 


N.H.S. basic prices for 500 tablets in foil, 
which ensures protection from moisture: 
CAFDIs 16/- 


SOLPRIN 12/6 copts 25/- 


Literature and clinical samples available from: 
RECKITT & SONS LIMITED, PHARMACEUTICAL DEPARTMENT, HULL, YORKSHIRE 








THE PRACTITIONER GROUP 


10 ESSEX STREET, 
LONDON, W.C.2 


The Practitioner has formed a Group with B.U.P_A. as an additional service for subscribers. 


B.U.P.A., a non-profit making organisation, was formed in 1947 under the presidency of 
Viscount Nuffield to assist subscribers and their dependants with the cost of private treatment 
in illness and accident, and during the past years has expanded rapidly. Subscribers who are 
already individual members of B.U.P.A. may apply to join the Group, which will enable 
them to continue their membership on advantageous terms; others, who are not yet members, 
may apply to join on similar terms, which include a 20 per cent. reduction on standard rates 
of subscription and immediate entitlement to benefit without any waiting period. 


Subscriptions 

Subscriptions are graded according to age and to the scale of benefits selected. There are 
five scales of benefit designed to meet varying individual requirements and to provide 
adequate cover in any part of the United Kingdom. For example, a man between the ages 
of 30 and 49, by paying an annual subscription of {9 16s. od. in Scale 9, can obtain grants 
of up to 24 guineas a week for accommodation in a hospital or nursing home, 80 guineas 
for each major operation, and many other benefits, up to a maximum in any one year of £650. 
In addition, the subscriber can include his wife in the registration for a further £4 17s. od. 
and all his children under 18 years of age for an additional £3 5s. od. All these dependants 
will severally be entitled to the full range of benefits. Other scales provide higher or lower 
benefits, at appropriate rates of subscription. Payment of subscriptions, will be annually in 
advance by Banker’s Order, and there will be a 5s. od. charge to cover the cost of administra- 
tion of the Group. 


Benefits 


The rules of B.U.P.A. are simple and the cover is wide. Although a person must normally 
be resident in the United Kingdom to be eligible for membership, protection is given to a 
subscriber and his dependants if they are temporarily abroad either on business or on pleasure. 

Traditionally a doctor does not receive a professional account for treatment given by a 
colleague unless of course the colleague knows that a fee can be met by a body such as 
B.U.P.A. On the other hand, even if a fee is not charged the patient invariably wishes to 
make a gift in appreciation of what has been done for him. Whatever the circumstances, no 
embarrassment arises if the amount of fee or the cost of the gift is met by B.U.P.A. 


Features of B.U.P.A. 

B.U.P.A. is administered very economically. Although for several years about 85% of 
subscription income has been paid out in claims, the Association has still been able to increase 
its reserves substantially, and they now exceed £900,000. 

It is a feature of the service that it is administered in a warm and human way. For example, 
although the contract is on an annual basis, in fact B.U.P.A. provides a high degree of con- 
tinuity of cover. 


Application for Enrolment 


Members who would like further details about the Group are asked to complete the 
attached slip and send it to the Group Secretary, The B.U.P.A, Practitioner Group, 
5 Bentinck Street, London, W.1. 
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Solprin - Codis - Cafd 


Contain neutral stable soluble aspirin 
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in water 


SOLPRIN. Dissolves in water to form a coopis. Neutral soluble aspirin with 
true solution of calcium acetylsalicylate phenacetin and codeine phosphate. 
(neutral soluble aspirin 

: CAFDIS. Neutral soluble aspirin with 
Clinical evidence produced over a long ' 
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enacetin al 
period of years 11 
is unlikely to irritate the gastric mucosa 
even in the massive dosage prescribed i 
j rice 500 tablet 
rheumatic conditions. f 
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More rapidly absorbed, giving a quicker 


effect. CAFDISs 16/- 
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RECKITT & SONS LIMITED, PHARMACEUTICAL DEPARTMENT, HULL, YORKSHIRE 
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The Practitioner has formed a Group with B.U.P.A. as an additional service for subscribers. 


B.U.P.A., a non-profit making organisation, was formed in 1947 under the presidency of 
Viscount Nuffield to assist subscribers and their dependants with the cost of private treatment 
in illness and accident, and during the past years has expanded rapidly. Subscribers who are 
already individual members of B.U.P.A. may apply to join the Group, which will enabie 
them to continue their membership on advantageous terms; others, who are not yet members, 
may apply to join on similar terms, which include a 20 per cent. reduction on standard rates 
of subscription and immediate entitlement to benefit without any waiting period. 


Subscriptions 

Subscriptions are graded according to age and to the scale of benefits selected. There are 
five scales of benefit designed to mee varving in lividual requirements and to provide 
adequate cover in any part of the United Kingdom. For example, a man between the ages 
of 30 and 49, by paying an annual subscription of £9 16s. od. in Scale 9, can obtain grants 
of up to 24 guineas a week for accommodation in a hospital or nursing home, 80 guineas 
for each major operation, and many other benefits, up to a maximum in any one year of £650. 
In addition, the subscriber can include his wife in the registration for a further £4 17s. od. 
and all his children under 18 years of age for an additional £3 5s. od. All these dependants 
will severally be entitled to the full range of benefits. Other scales provide higher or lower 
benefits, at appropriate rates of subscription. Payment of subscriptions, will be annually in 
advance by Banker’s Order, and there will be a 5s. od. charge to cover the cost of administra- 


tion of the Group 


Benefits 

The rules of B.U.P.A. are simple and the cover is wide. Although a person must normally 
be resident in the United Kingdom to be eligible for membership, protection is given to a 
subscriber and his dependants if they are temporarily abroad either on business or on pleasure. 

Traditionally a doctor does not receive a professional account for treatment given by a 
colleague unless of course the colleague knows that a fee can be met by a body such as 
B.U.P.A. On the other hand, even if a fee is not charged the patient invariably wishes to 
make a gift in appreciation of what has been done for him. Whatever the circumstances, no 
embarrassment arises if the amount of fee or the cost of the gift is met by B.U.P.A 


Features of B.U.P.A. 

B.U.P.A. is administered very economically. Although for several years about 85% of 
subscription income has been paid out in claims, the Association has still been able to increase 
its reserves substantially, and they now exceed £900,000. 

It is a feature of the service that it is administered in a warm and human way. For example, 
although the contract is on an annual basis, in fact B.U.P.A. provides a high degree of con- 
tinuity of cover 


Application for Enrolment 


Members who would like further details about the Group are asked to complete the 
attached slip and send it to the Group Secretary, The B.U.P.A. Practitioner Group, 
5 Bentinck Street, London, W.1. 
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FLUSCORBIN 


The short intensive treatment 

for Influenza and colds 

Fluscorbin is a new preparation combining a massive dose of Vitamin C 

with Phenacetin and Caffeine and alkaloids of Quinquina. It offers 

an effective “ attack” treatment of influenza and the common cold 

by. rapidly overcoming the febrile state and stimulating the natural 
defence mechanism of the body. 


Literature and samples on request. 
CONTINENTAL LABORATORIES LTD. 


101, GREAT RUSSELL STREET, LONDON, W.C.1. 
Telephone : MUSeum 2042-3-0626 Telegrams : Taxolabs, Phone, London 








Don’t let sickness 
overshadow pregnancy 
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. .. prescribe 


‘ANCOLOXIN’ 


TRADE MARK 


BASIC N.H.S.PRICES Although many women today realise that occasional 
morning sickness is a normal, though unpleasant part of 
pregnancy, they will turn to you for advice and help in 
these vital early months. Reassure your patient. Prescribe 
ANCOLOXxIN, which is now well established as a real comfort 
to expectant mothers, in controlling pregnancy sickness. 
Each tablet presents meclozine hydrochloride 25 mg., plus 
pyridoxine hydrochloride (vitamin B,) 50 mg. 

Meclozine hydrochloride is given for central control of the 
vomiting, and pyridoxine hydrochloride for basic meta- 
bolic restoration. 


DOSAGE 2 tabiets at night until the condition is under control 


Tubes of 10 tablets 
5/6 

Bottles of 50 tablets 
21/4 
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